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(57) Abstract 

This invention is directed to compounds of formula (I) and the pharmaceutically-acceptable salts thereof, where the substituents are 
as defined in the Specification, which are growth hormone secretagogues and which increase the level of endogenous growth hormone. 
The compounds of this invention are useful for the treatment and prevention of osteoporosis, congestive heart failure, frailty associated 
with aging, obesity; accelerating bone fracture repair, attenuating protein catabolic response after a major operation, reducing cachexia and 
protein loss due to chronic illness, accelerating wound healing, or accelerating the recovery of bum patients or patients having undergone 
major surgery, improving muscle strength, mobility, maintenance of skin thickness, metabolic homeostasis or renal homeostasis. The 
compounds of the present invention are also useful in treating osteoporosis when used in combination with: a bisphosphonate compound 
such as alendronate; estrogen, premarin, and optionally progesterone; an estrogen agonist or antagonist; or calcitonin, and pharmaceutical 
compositions useful therefor. Further, the present invention is directed to pharmaceutical compositions useful for increasing the endogenous 
production or release of growth hormone in a human or other animal which comprises an effective amount of a compound of the present 
invention and a growth hormone secretagogue selected from GHRP-6, Hexarelin, GHRP-1, growth hormone releasing factor (GRF). IGF-1, 
IGF-2 or B-HT920. The invention is also directed to intermediates useful in the preparation of compounds of formula (I). 
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5 GROWTH-HORMONE SECRET AGOGUES 

This invention relates to dipeptide compounds which are growth hormone 
secretagogues and are useful for the treatment and prevention of osteoporosis. 

Background of the Invention 
Growth hormone (GH), which is secreted from the pituitary gland, stimulates 
10 growth of all tissues of the body that are capable of growing. In addition, growth 
hormone is known to have the following basic effects on the metabolic process of the 
body: 

1. Increased rate of protein synthesis in substantially all cells of the 
body; 

1 5 2. Decreased rate of carbohydrate utilization in cells of the body; 

3. Increased mobilization of free fatty acids and use of fatty acids for 
energy. 

Deficiency in growth hormone results in a variety of medical disorders. In 
children, it causes dwarfism. In adults, the consequences of acquired GH deficiency 

20 include profound reduction in lean body mass and concomitant increase in total body 
fat, particularly in the truncal region. Decreased skeletal and cardiac muscle mass 
and muscle strength lead to a significant reduction in exercise capacity. Bone 
density is also reduced. Administration of exogenous growth hormone has been 
shown to reverse many of the metabolic changes. Additional benefits of therapy 

25 have included reduction in LDL cholesterol and improved psychological well-being. 

In cases where increased levels of growth hormone were desired, the 
problem was generally solved by providing exogenous growth hormone or by 
administering an agent which stimulated growth hormone production and/or release. 
In either case the peptidyl nature of the compound necessitated that it be 

30 administered by injection. Initially the source of growth hormone was the extraction 
of the pituitary glands of cadavers. This resulted in an expensive product, and 
carried with it the risk that a disease associated with the source of the pituitary gland 
could be transmitted to the recipient of the growth hormone (e.g., Jacob-Creutzfeld 
disease). Recently, recombinant growth hormone has become available which, while 

35 no longer carrying any risk of disease transmission, is still a very expensive product 
which must be given by injection or by a nasal spray. 

Most GH deficiencies are caused by defects in GH release, not primary 
defects in pituitary synthesis of GH. Therefore, an alternative strategy for 



WO 97/24369 



PCT/IB96/01353 



-2- 

normalizing serum GH levels is by stimulating its release from somatotrophs. 
Increasing GH secretion can be achieved by stimulating or inhibiting various 
neurotransmitter systems in the brain and hypothalamus. As a result, the 
development of synthetic growth hormone-releasing agents to stimulate pituitary GH 

5 secretion are being pursued, and may have several advantages over expensive and 
inconvenient GH replacement therapy. By acting along physiologic regulatory 
pathways, the most desirable agents would stimulate pulsatile GH secretion, and 
excessive levels of GH that have been associated with the undesirable side effects 
of exogenous GH administration would be avoided by virtue of intact negative 

10 feedback loops. 

Physiologic and pharmacologic stimulators of GH secretion include arginine, 
L-3,4-dihydroxyphenytalanine (L-DOPA), glucagon, vasopressin, and insulin induced 
hypoglycemia, as well as activities such as sleep and exercise, indirectly cause 
growth hormone to be released from the pituitary by acting in some fashion on the 

15 hypothalamus perhaps either to decrease somatostatin secretion or to increase the 
secretion of the known secretagogue growth hormone releasing factor (GHRF) or an 
unknown endogenous growth hormone-releasing hormone or all of these. 

Other compounds have been developed which stimulate the release of 
endogenous growth hormone such as analogous peptidyl compounds related to GRF 

20 or the peptides of U.S. Patent 4,411,890. These peptides, while considerably 
smaller than growth hormones are still susceptible to various proteases. As with 
most peptides, their potential for oral bioavailability is low. WO 94/13696 refers to 
certain spiropiperidines and homologues which promote release of growth hormone. 
Preferred compounds are of the general structure shown below. 



f 
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WO 94/11012 refers to certain dipeptides that promote release of growth 
hormone. These dipeptides have the general structure 
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The compounds of WO 94/1 1012 and WO 94/13696 are reported to be useful 
in the treatment of osteoporosis in combination with parathyroid hormone or a 
bisphosphonate. 

Summary of the Invention 
This invention provides compounds of the formula: 

O 




(I) 

the racemic-diastereomeric mixtures and optical isomers of said compounds and the 
pharmaceutically-acceptable salts and prodrugs thereof, 
10 wherein 
e isOorl; 

n and w are each independently 0, 1 or 2, provided that w and n cannot both be 0 at 
the same time; 
Y is oxygen or sulfur; 
15 R 1 is hydrogen, -CN, -(CH 2 ) q N(X 6 )C(0)X 6 . -(CH 2 ) q N(X 6 )C(0)(CH 2 ) t -A 1 , 

-(CHjJqNO^JSO^CH^-A'.-CCH^NtX^SOzX 6 . -(CH 2 ) q N(X 6 )C(0)N(X 6 )(CH 2 ) t -A 1 , 
-(CH 2 ) q N(X 6 )C(0)N(X 6 )(X 6 ). -(CH 2 ) q C(0)N(X 6 )(X 6 ),-(CH 2 ) q C(0)N(X 6 )(CH 2 ) r A 1 l 
-(CH 2 ) q C(0)OX 6 . -(CH^CtOMCHzfc-A 1 , -(CH 2 ) q OX 6 , -(CH^OCfOJX 6 . 
.(CH 2 ) q 0C(0)(CH 2 ) r A 1 ,-(CH 2 ) q OC(O)N(X 6 )(CH 2 ) r A 1 ,-(CH 2 ) q 0C(O)N(X 6 )(X 6 ), 
20 -<CH 2 ) q C(0)X 6 . -(CH 2 ) q C(0)(CH 2 ) r A\ -(CH 2 ) q N(X 6 )C(0)0X 6 , 

-(CH 2 ) q N(X 6 )S0 2 N(X 6 )(X 6 ), -(CHaJqS^JmX 6 , -(CH 2 ) q S(0) m (CH 2 ) r A 1 , 
-(C r C 10 )alkyl, -(CH 2 ),-A 1 , -(CH 2 ) q -(C 3 -C 7 )cycloalkyl, -(CH 2 ) q -Y 1 -(Ci-C 6 )alkyl, 
-(CH 2 ) q -Y 1 -(CH 2 ) r A 1 or -(CH 2 ) q -Y 1 -(CH 2 ) r (C 3 -C 7 )cycloalkyl; 

where the alkyl and cycloalkyl groups in the definition of R 1 are optionally 
25 substituted with (CrC^alkyl. hydroxyl, (Ci-C^alkoxy, carboxyl, -CONH 2 , 

-S(0) m (C 1 -C 6 )alkyl. -CO^CrC^alkyl ester, 1H-tetrazol-5-yl or 1, 2 or 3 fluoro; 

Y 1 is O, S(0) m , -C(0)NX 6 -, -CH=CH-, -CsC-, -N(X e )C(0)-. -C(0)NX 6 -, 

-C(0)0-, -OC(0)N(X 8 )-or-OC(0)-; 
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qisO, 1,2, 3 or 4; 
t is 0, 1 , 2 or 3; 

said (CH 2 ) q group and (CH 2 ) t group may each be optionally substituted with 
hydroxyl, (C r C 4 )alkoxy, carboxyl, -CONH 2l -S(0) m (C r C 6 )alkyl, 
5 -002(0! -C 4 )alkyl ester, 1 H-tetrazo!-5-yl, 1, 2 or 3 fluoro, or 1 or 2 (C r 

C 4 )alkyl; 

R 2 is hydrogen, (C 1 -C a )alkyl l -(C 0 -C 3 )alkyl-(C 3 -C 8 )cycloalkyl, -(CrC^alkyl-A 1 or A 1 ; 
where the alkyl groups and the cycloalkyl groups in the definition of R 2 are optionally 
substituted with hydroxyl, -C(0)OX 5 , -C(0)N(X 6 )(X 6 ), -N(X 6 )(X 6 ), 

10 -S(OWC r C 6 )aikyI t -C(0)A\ -C(0)(X 6 ) t CF 3l CN or 1, 2 or 3 halogen; 
R 3 is A 1 , (C r C 10 )alkyl, -(C r C 6 )alkyl-A 1 , -(C r C 6 )alkyl-(C3-C 7 )cycloalkyl ( 
-(C r C 5 )alky|.X 1 -(C r C 5 )alkyl, "(CrCsJalkyl-X^CCo-CsJalkyl-A 1 or 
-(CrCsJalkyl-X'-CCrCgJalkyl-CCa-CyJcycloalkyl; 

where the alkyl groups in the definition of R 3 are optionally substituted with, - 

1 5 S(0) m (C r C 6 )alkyl, -C(0)OX 3 , 1 , 2, 3, 4 or 5 halogens, or 1 , 2 or 3 OX 3 ; 

X 1 is O, S(0) m , -N(X 2 )C(0)-, -C(0)N(X 2 )-, -OC(0)-, -C(O)0-, -CX 2 =CX 2 -, 
-N(X 2 )C(0)0- -0C(0)N(X 2 )- or -C^C-; 
R 4 is hydrogen, (C r C 6 )alkyl or (C 3 -C 7 )cycloalkyl, or R 4 is taken together with R 3 and 
the carbon atom to which they are attached and form (C 5 -C 7 )cycloalkyl, (C 5 - 

20 C 7 )cycloalkenyl, a partially saturated or fully saturated 4- to 8-membered ring having 
1 to 4 heteroatoms independently selected from the group consisting of oxygen, 
sulfur and nitrogen, or is a bicyclic ring system consisting of a partially saturated or 
fully saturated 5- or 6-membered ring, fused to a partially saturated, fully unsaturated 
or fully saturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms 

25 independently selected from the group consisting of nitrogen, sulfur and oxygen; 

X 4 is hydrogen or (C r C 6 )alkyl or X 4 is taken together with R 4 and the nitrogen atom 
to which X 4 is attached and the carbon atom to which R 4 is attached and form a five 
to seven membered ring; 

\ / 

R 6 is a bond or is " ^ (CH ^ ^ (CH2)b ; 
30 wh re a and b are independ ntly 0, 1 , 2 or 3; 



97/24369 



PCT/EB96/01353 



-6- 

X 5 and X 5a are each independently selected from the group consisting of 
hydrogen, trifluorom ethyl, A 1 and optionally substituted (C r C 6 )alkyl; 

the optionally substituted (C-pCeJalkyl in the definition of X 5 and X 5a is 
optionally substituted with a substituent selected from the group 
consisting of A 1 , OX 2 , -SCOWCVC^alkyl, -C(0)OX 2 , 
(C 3 -C 7 )cycloalkyl, -N(X 2 )(X 2 ) and -C(0)N(X 2 )(X 2 ); 
or the carbon bearing X 5 or X 5a forms one or two alkylene bridges with the 
nitrogen atom bearing R 7 and R 8 wherein each alkylene bridge contains 1 to 
5 carbon atoms, provided that when one alkylene bridge is formed then X 5 or 
X 5a but not both may be on the carbon atom and R 7 or R 8 but not both may 
be on the nitrogen atom and further provided that when two alkylene bridges 
are formed then X 5 and X 5a cannot be on the carbon atom and R 7 and R 8 
cannot be on the nitrogen atom; 

or X 5 is taken together with X 5a and the carbon atom to which they are 
attached and form a partially saturated or fully saturated 3- to 7-membered 
ring, or a partially saturated or fully saturated 4- to 8-membered ring having 1 
to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen; 

or X 5 is taken together with X 5a and the carbon atom to which they are 
attached and form a bicyclic ring system consisting of a partially saturated or 
fully saturated 5- or 6-membered ring, optionally having 1 or 2 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and 
oxygen, fused to a partially saturated, fully saturated or fully unsaturated 5- or 
6-membered ring, optionally having 1 to 4 heteroatoms independently 
selected from the group consisting of nitrogen, sulfur and oxygen; 
Z 1 is a bond, O or N-X 2 , provided that when a and b are both 0 then Z 1 is not 
N-X 2 or O; 

R 7 and R 8 are independently hydrogen or optionally substituted (Ci-CeJalkyI; 

where the optionally substituted (C r C 6 )alkyl in the definition of R 7 and R 8 is 
optionally independently substituted with A 1 t -C(0)0-(C r C 6 )alkyl ( 
-S(0) m (C r C 6 )alkyl ( 1 to 5 halogens, 1 to 3 hydroxy, 1 to 3 -0-C(0)(C r 
C 10 )alkyl or 1 to 3 (C r C 6 )alkoxy; or 

R 7 and R 8 can be taken together to form -(CH 2 )r-L-(CH 2 ) r ; 
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where L is C(X 2 )(X 2 ), S(0) m or N(X 2 ); 
A 1 for each occurrence is independently (C 5 -C 7 )cycloaIkenyf, phenyl or a partially 
saturated, fully saturated or fully unsaturated 4- to 8-membered ring optionally 
having 1 to 4 heteroatoms independently selected from the group consisting of 
5 oxygen, sulfur and nitrogen, a bicyclic ring system consisting of a partially saturated, 
fully unsaturated or fully saturated 5- or 6-membered ring t optionally having 1 to 4 
heteroatoms independently selected from the group consisting of nitrogen, sulfur and 
oxygen, fused to a partially saturated, fully saturated or fully unsaturated 5- or 6- 
membered ring, optionally having 1 to 4 heteroatoms independently selected from 
10 the group consisting of nitrogen, sulfur and oxygen; 

A 1 for each occurrence is independently optionally substituted, in one or 
optionally both rings if A 1 is a bicyclic ring system, with up to three 
substituents, each substituent independently selected from the group 
consisting of F, CI, Br, I, OCF 3 , OCF 2 H, CF 3l CH 3 , OCH 3 , -OX 6 , 
15 -C(0)N(X 6 )(X 6 ), -C<0)OX 6 , oxo, (C r C 6 )alkyl, nitro, cyano, benzyl, 

-S(0) m (C 1 -C 6 )alkyl, 1 H-tetrazol-5-yl, phenyl, phenoxy, phenylalkyloxy, 
hatophenyl, methylenedioxy, -N(X 6 )(X 6 ), -N(X 6 )C(0)(X 6 ), -S0 2 N(X 6 )(X 6 ), 
-N(X 6 )S0 2 -phenyl, -N(X 6 )S0 2 X 6 , -CONX 11 X 12 , -S0 2 NX 11 X 12 , -NX 6 S0 2 X 12 , 
-NX 6 CONX 11 X 12 . -NX 6 S0 2 NX 11 X 12 , -NX 6 C(0)X 12 , imidazolyl, thiazolyl or 
20 tetrazolyl, provided that if A 1 is optionally substituted with methylenedioxy 

then it can only be substituted with one methylenedioxy; 

where X 11 is hydrogen or optionally substituted (C r C 6 )alkyl; 

the optionally substituted (C r C 6 )alkyl defined for X 11 is 
optionally independently substituted with phenyl, phenoxy, (C r 
25 C 6 )alkoxycarbonyl, -S(0) m (C r C 8 )alkyl 1 to 5 halogens, 1 to 3 

hydroxy, 1 to 3 (C r C 10 )aikanoyloxy or 1 to 3 (CrCeJaikoxy; 
X 12 is hydrogen, (C r C 6 )alkyl, phenyl, thiazolyl, imidazolyl, furyl or 
thienyl, provided that when X 12 is not hydrogen, X 12 is optionally 
substituted with one to three substituents independently selected from 
30 the group consisting of CI, F, CH 3t OCH 3 , OCF 3 and CF 3 ; 

or X 11 and X 12 are taken together to form -(CH 2 ) r L 1 -(CH 2 ) r ; 
L 1 isC(X 2 )(X 2 ).0,S(0) m orN(X 2 ); 
r for each occurrence is independently 1, 2 or 3; 
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X 2 for ach occurrence is independently hydrogen, optionally substituted (C r 
C 6 )alkyl, or optionally substituted (C 3 -C 7 )cycloalkyl, where the optionally substituted 
(C r C 6 )alkyl and optionally substituted <C 3 -C 7 )cycloalkyl in the definition of X 2 are 
optionally independently substituted with -SlOUCfCeJalkyl, -C(0)OX 3 , 1 to 5 
5 halogens or 1 to 3 OX 3 ; 

X 3 for each occurrence is independently hydrogen or (C r C 6 )alkyl; 
X 6 is independently hydrogen, optionally substituted (C r C 6 )alkyl, (C 2 -C 6 )halogenated 
alkyl, optionally substituted (C 3 -C 7 )cycIoalkyI, (C 3 -C 7 )-halogenatedcycloalkyi, where 
optionally substituted (C r C 6 )alkyl and optionally substituted (C 3 -C 7 )cycloalkyl in the 
10 definition of X 6 is optionally independently substituted by 1 or 2 (C r C 4 )aIkyI, 
hydroxy!, (CVC^alkoxy, carboxyl, CONH 2 , -S(0) m (C r C 6 )alkyl, carboxylate <C r 
C 4 )alkyl ester, or 1H-tetrazol-5-yl; or 

when there are two X 6 groups on one atom and both X 6 are independently <C r 
C 8 )alkyl, the two (C 1 -C 6 )alkyl groups may be optionally joined and, together with the 
15 atom to which the two X 6 groups are attached, form a 4- to 9- membered ring 
optionally having oxygen, sulfur or NX 7 ; 

X 7 is hydrogen or (C r C 6 )alkyl optionally substituted with hydroxyl; and 
m for each occurrence is independently 0. 1 or 2; 
with the proviso that: 

20 X 6 and X 12 cannot be hydrogen when it is attached to C(O) or S0 2 in the form 
C{0)X 6 t C(0)X 12 , SO2X 6 or S0 2 X 12 ; and 

when R 6 is a bond then L is N(X 2 ) and each r in the definition -(CH 2 ),-L-(CH 2 ) r - is 
independently 2 or 3. 

A preferred group of compounds, designated the "A Group", contains those 
25 compounds having the formula I as shown hereinabove wherein X 4 is hydrogen; R 4 
is hydrogen or methyl; R 7 is hydrogen or (CrCsJalkyl; R 8 is hydrogen or (CrCsJalkyl 
optionally substituted with one or two hydroxyl groups; 

y 5 v 5a 

R e js (CH2)a (CH 2 )b whereZ i j S a bond and a is 0 or 1; 

X s and X 5a are each independently hydrogen, trifluoromethyl, phenyl, optionally 
30 substituted (C r C 6 )alkyl; 



WO 97/24369 



PCT7IB96/01353 



-9- 

where the optionally substituted (C r C 6 )alkyl is optionally substituted with 
OX 2 , imidazolyl, phenyl, indolyl, p-hydroxyphenyl, (C 5 -C 7 )cycloalkyl t 
-S(0) m (C r C 6 )alkyl ( -N(X 2 )(X 2 ) or -C(0)N(X 2 )(X 2 ); 
or X 5 and R 7 are taken together to form a (C r C 5 )alkylene bridge, and the other 
5 substituents not defined for the "A Group" compounds are as defined for formula (I) 
hereinabove. 

A group of compounds, which is preferred among the U A Group" of 
compounds, designated the "B Group", contains those compounds of the "A Group", 
having the formula 1 as shown hereinabove, wherein b is 0; X 5 and X 5a are each 
10 independently hydrogen, (C r C 3 )alkyl or hydroxy(C r C 3 )aIkyl; R 3 is selected from the 
group consisting of 1-indolyl-CH 2 -, 2-indolyl-CH 2 - ( 3-indolyl-CH 2 -, 1-naphthyl-CH 2 - t 2- 
naphthyl-CH r , 1-benzimidazolyl-CH 2 -, 2-benzimidazolyl-CH r , phenyl-(C r C 4 )alkyl-, 
2-pyridyI-(C r C 4 )alkyl-, 3-pyridyl-(C r C 4 )alkyl-, 4-pyridyl-(C r C 4 )alkyh phenyl-CH 2 -S- 
CH r , thienyl-(C r C 4 )alkyl- t phenyl-(C 0 <: 3 )alkyl-O-CH r , phenyl-CH 2 -0-phenyl-CH 2 - t 
15 and 3-benzothienyl-CH 2 -; 

where the aryl portion(s) of the groups defined for R 3 are optionally 
substituted with one to three substituents, each substituent being 
independently selected from the group consisting of methylenedioxy, F, CI, 
CH 3 , OCH 3 , OCF 3 , OCF 2 H and CF 3 . 
20 A group of compounds, which is preferred among the "B Group" of 

compounds, designated the "C Group", contain those compounds of the "B Group", 
having the formula I as shown hereinabove, wherein R 4 is hydrogen; a is 0; n is 1 or 
2; w is 0 or 1; X 5 and X 5a are each independently, hydrogen, methyl or 
hydroxymethyl, provided that when X 5 is hydrogen then X 5a is not hydrogen; 
25 R 7 and R 8 are each hydrogen; and 

R 3 is phenyl-CH2-0-CH 2 -, phenyl-CH 2 -S-CH 2 -, 1-naphthyl-CH r , 2-naphthyl-CH 2 -, 
phenyl-(CH 2 ) 3 - or 3-indolyl-CH 2 -; 

where the aryl portion of the groups defined for R 3 is optionally substituted 
with one to three substituents, each substituent being independently selected 
30 from the group consisting of fluoro, chloro, methyl, OCH 3l OCF 2 H, OCF 3 and 

CF 3 . 



WO 97/24369 



PCT/IB96/01353 



-10- 

A group of compounds, which is preferred among the "C Group" of 
compounds, designated the U D Group", contains those compounds of the "C Group", 
having the formula I as shown hereinabove, wherein R 1 is -(CH 2 )t-A 1 , 
-(CH 2 ) q -(C 3 -C 7 )cycloalkyl or (C r C 10 )alkyl; 
5 where A 1 in the definition of R 1 is optionally substituted with one to three 

substituents, each substituent being independently selected from the group 
consisting of fluoro, chloro, methyl, OCH 3( OCF 2 H, OCF 3 and CF 3 ; 
the cycloalkyl and alkyl groups in the definition of R 1 are optionally substituted 
with (C r C 4 )alkyl, hydroxyl, (C 1 -C 4 )alkoxy, carboxyl, CONH 2t 
10 -StOJmtCrCeJalkyl, -C0 2 (C r C 4 )alkyl ester, 1H-tetrazol-5-yl or 1 to 3 fluoro; 

Y is O; R 2 is hydrogen, -(C 0 -C 3 )alkyl-(C r C 8 )cycloalkyl t phenyl or (C r C e )alkyl where 
the (d-C 8 )alkyl group is optionally substituted with hydroxy!, -CF 3 or 1 to 3 halogen. 

A group of compounds, which is preferred among the °D Group" of 
compounds, designated the "E Group", contains those compounds of the "D Group" 
1 5 wherein w is 0 and n is 1 . 

Another group of compounds, which is preferred among the tt D Group" of 
compounds, designated the "F Group", are those compounds of the "D Group 0 , 
having the formula I as shown hereinabove, wherein e is 0; n and w are each 1; 
R 1 is -(CH 2 ) r A 1 ; 

20 where A 1 in the definition of R 1 is phenyl, thienyl, thiazolyl, pyridyl or pyrimidyl 

which is optionally substituted with one to three substituents, each substituent 
being independently selected from the group consisting of F, CI, Me, OMe, 
CF 3l OCF 3 and OCF 2 H; 
tis 0, 1 or 2; 

25 and R 3 is phenyl-CH 2 -0-CH 2 - t phenyl-(CH 2 ) 3 - or 3-indolyl-CH r , where the aryl 
portion is optionally substituted with one to three substituents, each substituent being 
independently selected from the group consisting of F, CI, Me, OMe, CF 3 , OCF 3 or 
OCF 2 H. 

A group of compounds, which is preferred among the U F Group" of 
30 compounds, designated the U G Group", contains those compounds of the M F Group", 
having the formula I as shown hereinabove, wherein X 5 and X 5a are each methyl; R 1 
is -CH 2 -phenyl, -CH 2 -4-fluoro-phenyl t -CH 2 -pyridyl or -CH 2 -thiazolyl and R 2 is 
hydrogen, methyl, ethyl, t-butyl or-CH 2 CF 3 . 
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A group of compounds, which is preferred among the W G Group" of 
compounds, designated the "G 1 Group", contains those compounds of the U G 
Group", and have the formula 



5 the racemic-diastereomeric mixtures and optical isomers of said compounds wherein 

R 1 is -CH 2 -phenyl, R 2 is methyl and R 3 is -(CH 2 ) 3 -phenyl; 

R 1 is -CH 2 -phenyI, R 2 is methyl and R 3 is 3-indolyi-CH 2 -; 

R 1 is -CH 2 -phenyl, R 2 is ethyl and R 3 is 3-indoly!-CH 2 -; 

R 1 is -CH 2 -4-fluoro-phenyl, R 2 is methyl and R 3 is 3-indolyl-CH 2 -; 
10 R 1 is -CH 2 -phenyl, R 2 is methyl and R 3 is -CH 2 -0-CH 2 -phenyl; 

R 1 is -CH 2 -phenyl, R 2 is ethyl and R 3 is -CH 2 -OCH r phenyl; 

R 1 is -CH r phenyl, R 2 is -CH 2 -CF 3 and R 3 is -CH 2 -0-CH 2 -phenyl; 

R 1 is -CH2-4-fluoro-phenyl, R 2 is methyl and R 3 is -CH 2 -0-CH 2 -phenyl; 

R 1 is -CH 2 -phenyl, R 2 is t-butyl and R 3 is -CH 2 -0-CH 2 -phenyl; or 
15 R 1 is -CH 2 -phenyl, R 2 is methyl and R 3 is -CH 2 -0-CH 2 -3,4-di-fluoro-phenyl. 

The diastereomeric mixture of 2-amino-N-[2-(3a-(R J S)-benzyl-2-methyl-3- 

oxo-2,3,3a ( 4,6,7-hexahydro-pyrazolo[4,3-c]pyri 

oxymethyl)-2-oxo-ethyl]-2-methyl-propionamide is preferred among the U G 1 Group" of 
compounds and the separated 3a-(R) and 3a-{S) isomers are preferred of the 
20 diastereomeric mixture. 

A group of compounds, which is preferred among the "G Group" of 
compounds, designated the "H Group", contains those compounds of the "G Group", 
having the formula I as shown hereinabove, wherein R 1 is -CH 2 -phenyl and R 3 is 
phenyl-(CH2)3- 

25 The diastereomeric mixture of 2-amino-N-[1-(3a-(R,S)-benzyl-2-methyl-3- 

oxo-2,3 1 3a,4A7-hexahydro-pyrazolo[4 l 3-c]pyri 

isobutyramide is preferred among the U H Group" of compounds and the separated 
3a-(R) and 3a-(S) isomers are preferred of the diastereomeric mixture. 
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A group of compounds, which is preferred among the "G Group" of 
compounds, designated the a \ Group", contains those compounds of the U G Group" 
wherein R 1 is -CH 2 -phenyl or -CH 2 -4-fluoro-phenyl and R 3 is 3-indolyl-CH 2 -. 

The diastereomeric mixture of 2-amino-N-[2-(3a-(R,S)-benzyl-2-methyl-3- 
5 oxo-2,3,3a I 4,6,7-hexahydro-pyrazolo-[4 l 3-c]pyridin-5-yl)-1-(R)-(lH-indol-3-ylme%^^ 
2-oxo-ethyl]-isobutyramide is preferred among the "I Group" of compounds and the 
separated 3a-(R) and 3a-(S) isomers are preferred of the diastereomeric mixture. 

The diastereomeric mixture of 2-amino-N-[2-(3a-(R,S)-benzyl-2-ethyl-3-oxo- 
2 l 3 1 3a r 4 ( 6,7-hexahydro-pyra2olo[4 l 3-c]pyridin-5-yl)-1-(R)-(1H-indol-3-ylmethyl)-2- 
10 oxo-ethyi]-isobutyramide is also preferred among the "I Group" of compounds and 
the separated 3a-(R) and 3a-(S) isomers are preferred of the diastereomeric mixture. 

The diastereomeric mixture of 2-amino-N-[2-[3a-(R,S)-(4-fluoro-benzyl)-2- 
methyl-S-oxo^.S.Sa^.ej-hexahydro-pyrazolo^.S-clpyridin-S-yll-l-CRJ-CIH-indol-S- 
ylmethyl)-2-oxo-ethyl]-isobutyramide is also preferred among the "I Group" of 
15 compounds and the separated 3a-(R) and 3a-(S) isomers are preferred of the 
diastereomeric mixture. 

A group of compounds which is preferred among the "G Group" of 
compounds, designated the "J Group", contains those compounds of the "G Group" 
wherein R 1 is -CH 2 -phenyl or -CH 2 -4-fluoro-phenyl and R 3 is phenyl-CH 2 -0-CH 2 -. 
20 The diastereomeric mixture of 2-amino-N-[2-(3a-(R,S)-benzyl-2-methyl-3- 

oxo-2 l 3,3a ( 4,67-hexahydro-pyrazolo[4 I 3-c]pyridin-5-yl)-1-(R)-benzyloxymethy^ 
oxo-ethyl]-isobutyramide is preferred among the U J Group" of compounds, the 
separated 3a-(R) and 3a-(S) isomers are preferred of the diastereomeric mixture, the 
3a-(R) isomer is preferred over the 3a-(S) isomer, and the L-tartaric acid salt of the 
25 3a-(R) isomer is a preferred salt. 

The diastereomeric mixture of 2-amino-N-[2-(3a-{R,S)-benzyl-2-ethyl-3-oxo- 
2,3 t 3a,4,6J-hexahydro-pyrazolo[4,3-c^ 

ethylj-isobutyramide is also preferred among the "J Group" of compounds and the 
separated 3a-(R) and 3a-(S) isomers are preferred of the diastereomeric mixture. 
30 The diastereomeric mixture of 2-amino-N-{2-[3a-(R,S)-benzyl-3-oxo-2-(2 f 2,2- 

trifluoro-ethyl)-2,3,3aA67-hexahydr^ 

benzyloxymethyl-2-oxo-ethylHsobutyramide is also preferred among the °J Group" 
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of compounds, the separated 3a-(R) and 3a-(S) isomers are preferred of the 
diastereomeric mixture and the 3a-(R) isomer is preferred over the 3a-(S) isomer. 

The diastereomeric mixture of 2-amino-N-{1-(R)-ben2yloxymethyl-2-[3a- 
(R.SVi^fluoro-benzyO^-methyl-S-oxo^^.Sa^.SJ-hexahydro-pyrazolo^.a- 
5 c]pyridin-5-yl]-2-oxo-ethyI}-isobutyramide is also preferred among the "J Group" of 
compounds and the separated 3a-(R) and 3a-(S) isomers are preferred of the 
diastereomeric mixture. 

The diastereomeric mixture of 2-amino-N-[2-(3a-(R,S)-benzyl-2-tert-butyl-3- 
0X0-2,3,33,4,6, 7-hexahydro-pyrazolo[4,3-c]pyridin-5-yl)-1-(R)-benzyloxymethyl»2- 
10 oxo-ethyl]-isobutyramide is also preferred among the "J Group" of compounds and 
the separated 3a-(R) and 3a-(S) isomers are preferred of the diastereomeric mixture. 

A group of compounds which is preferred among the "D Group" of 
compounds, designated the "K Group", contains those compounds of the U D Group" 
wherein e is 1; n is 1; w is 1; R 1 is -(CH 2 )rA 1 ; 
15 where A 1 in the definition of R 1 is phenyl, thienyl, thiazolyl, pyridyl or pyrimidyl 

which is optionally substituted with one to three substituents, each substituent 
being independently selected from the group consisting of F, CI, Me, OMe, 
CF 3( OCF 3 and OCF 2 H; 
t is 0, 1 or 2; 

20 and R 3 is phenyl-CH2-0-CH 2 -, phenyl-(CH 2 ) 3 - or 3-indolyl-CH 2 -, where the aryl 

portion is optionally substituted with one to three substituents, each substituent being 
independently selected from the group consisting of F, CI, Me, OMe ( CF 3 , OCF 3 or 
OCF 2 H. 

A group of compounds which is preferred among the M K Group" of 
25 compounds, designated the "L Group", are those compounds of the M K Group" 

wherein X 5 and X 5a are each methyl; R 1 is -CH 2 -phenyl, -CH 2 -4-fluoro-phenyl, -CH 2 - 
pyridyl or -CH 2 -thiazolyl and R 2 is hydrogen, methyl, ethyl, t-butyl or -CH 2 CF 3 . 

A group of compounds which is preferred among the "L Group", designated 
the U L 1 Group", are those compounds of the "L Group" wherein R 1 is -CH 2 -phenyl; R 2 
30 is hydrogen or methyl and R 3 is -CH 2 -0-CH 2 -phenyl. 

The diastereomeric mixture of 2-amino-N-[2-(3a-(R,S)-benzyl-3-oxo- 
2,3,3aA6,7-hexahydro-pyrazolo[4 1 3-c]pyrid^ 

ethylj-isobutyramide is preferred among the "J Group", the separated 3a-(R) and 3a- 
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(S) isomers are preferred of the diastereomeric mixture and the 3a-(R) isomer is 
preferred over the 3a-(S) isomer. 

Another group of compounds, which is preferred among the "A Group" of 
compounds, designated the "M Group", contains those compounds of the "A Group", 
5 having the formula I as shown hereinabove, wherein b is 0; X 5 and X 5a are each 
independently hydrogen, (C r C 3 )alkyl or hydroxy(d-C 3 )alkyi; 
R 3 is selected from the group consisting of 1-indolyl-CH 2 - ( 2-indolyl-CH 2 -, 3-indolyl- 
CH 2 -, 1-naphthyl-CH 2 -, 2-naphthyl-CH 2 -, 1-benzimidazolyl-CH 2 -, 2-benzimidazolyl- 
CH 2 - ( phenyl-(C r C 4 )alkyl-, 2-pyridyl-(C r C 4 )alkyl- t 3-pyridyl-(C r C 4 )alkyh 4-pyridyl- 
10 (C r C 4 )alkyl-, phenyl-CH 2 -S-CH 2 -, thienyl-(C r C 4 )alkyl-, phenyl-(C 0 -C 3 )aikyl-O-CH 2 -, 
phenyl-CH r O-phenyl-CH 2 -, 3-benzothienyl-CH 2 -, thienyl-CH r O-CH 2 - t thiazolyl- 
CH 2 -OCH 2 -, pyridyl-CH 2 -0-CH r , pyrimidyI-CH 2 -0-CH 2 - and phenyl-0-CH 2 -CH 2 ; 

where the aryl portion(s) of the groups defined for R 3 are optionally 

substituted with one to three substituents, each substituent being 
15 independently selected from the group consisting of methylenedioxy, F, Cl t 

CH 3 , OCH 3l OCF 3) OCF 2 H and CF 3 . 

A group of compounds, which is preferred among the M M Group" of 
compounds, designated the "M 1 Group", contains those compounds of the "M 
Group", having the formula I as shown hereinabove, wherein R 4 is hydrogen; a is 0; 

20 n is 1; w is 1; e is 0; X 5 and X 58 are each independently, hydrogen, methyl or 
hydroxymethyl, provided that when X 5 is hydrogen then X 5a is not hydrogen; R 7 and 
R 8 are each hydrogen; Y is oxygen; R 2 is hydrogen, methyl, ethyl, propyl, i-propyl, t- 
butyl, -CH 2 CF 3) CF 3 or -CH 2 -cyclopropyl; R 1 is CH 2 -A 1 ; where A 1 in the definition of 
R 1 is phenyl, thienyl, thiazolyl, pyridyl or pyrimidyl which is optionally substituted with 

25 one to three substituents, each substituent being independently selected from the 
group consisting of F, CI, Me, OMe, CF 3 , OCF 3 and OCF 2 H; and R 3 is phenyl-CH 2 - 
0-CH r , phenyl^CHzJa-, 3-indolyl-CH 2 - ( thlenyl-CH 2 -0-CH 2 -, thiazolyl-CH 2 -0-CH 2 - , 
pyridyl-CH 2 -0-CH 2 - , pyrimidyl-CH r O-CH 2 - or phenyl-0-CH 2 -CH 2l where the aryl 
portion is optionally substituted with one to three substituents, each substituent being 

30 independently selected from the group consisting of F, CI, Me, OMe, CF 3 , OCF 3 and 
OCF 2 H. 

A group of compounds, which is preferred among the "M 1 Group" of 
compounds, designated the "N Group", contains those compounds of th N M 1 
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Group", having the formula I as shown hereinabove, wherein X 5 and X 5a are each 
methyl; R 2 is methyl, ethyl, or -CH 2 CF 3 ; A 1 is phenyl optionally substituted with one 
to three substituents, each substituent being independently selected from the group 
consisting of F, CI, Me, OMe, CF 3( OCF 3 and OCF 2 H; R 3 is phenyl-CH 2 -0-CH ri 
5 phenyl-(CH 2 ) 3 - or thienyl-CH r O-CH 2 - where the aryl portion is optionally substituted 
with one to three substituents, each substituent being independently selected from 
the group consisting of F, CI, Me, OMe, CF 3t OCF 3 and OCF 2 H. 

Another group of compounds, which is preferred among the U M 1 Group" of 
compounds, designated the u O Group", contains those compounds of the tt M 1 

10 Group", having the formula I as shown hereinabove, wherein X 5 and X 5a are each 
methyl; R 2 is methyl, ethyl, or CH 2 CF 3 ; A 1 is 2-pyridyl or 3-pyridyl optionally 
substituted with one to two substituents, each substituent being independently 
selected from the group consisting of F, CI, Me, OMe, CF 3 , OCF 3 and OCF 2 H; R 3 is 
phenyl-CH 2 -0-CH 2 -, phenyl-(CH 2 ) 3 - or thienyl-CH 2 -0-CH 2 - where the aryl portion is 

15 optionally substituted with one to three substituents, each substituent being 
independently selected from the group consisting of F, CI, Me, OMe, CF 3 , OCF 3 and 
OCF 2 H. 

Another group of compounds, which is preferred among the U M 1 Group" of 
compounds, designated the "P Group", contains those compounds of the "M 1 

20 Group", having the formula I as shown hereinabove, wherein X 5 and X 5a are each 
methyl; R 2 is methyl, ethyl, or CH 2 CF 3 ; A 1 is phenyl optionally substituted with one to 
three substituents, each substituent being independently selected from the group 
consisting of F t CI, Me, OMe, CF 3( OCF 3 and OCF 2 H; R 3 is 2-pyridyl-CH 2 -0-CH 2 -, or 
3-pyridyl-CH 2 -0-CH 2 - where the aryl portion is optionally substituted with one to two 

25 substituents, each substituent being independently selected from the group 
consisting of F, CI, Me, OMe, CF 3 , OCF 3 and OCF 2 H. 

A group of compounds, which is preferred among the w O Group" of 
compounds, designated the "Q Group", contains those compounds of the u O Group", 
having the formula 



30 
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the racemic-diastereomeric mixtures and optical isomers of said compounds wherein 
R 2 is methyl; A 1 is 2-pyridyl; and R 3 is -CH 2 -0-CH r phenyl; 
R 2 is CH 2 CF 3 ; A 1 is 2-pyridyl; and R 3 is -CH 2 -0-CH 2 -3-chioro-phenyl; 
R 2 is CH 2 CF 3 ; A 1 is 2-pyridyl; and R 3 is -CH 2 -0-CH 2 -4-chloro-phenyl; 
5 R 2 is CH 2 CF 3 ; A 1 is 2-pyridyl; and R 3 is -CH 2 -0-CH 2 -2 t 4-di-chloro-phenyl; 
R 2 is CH 2 CF 3 ; A 1 is 2-pyridyl; and R 3 is -CH 2 -0-CH 2 -3-chloro-thiophene; or 
R 2 is CH 2 CF 3 ; A 1 is 2-pyridyl; and R 3 is -CHz-O-CH^^-di-fluoro-phenyl. 

The diastereomeric mixture of 2-amino-N-[1-(R)-benzyloxymethyl-2-(2- 
methyl-S-oxo-Sa^R.SJ-pyridin^-ylmethyl^.S.Sa^.SJ-hexahydro-pyrazolo^^- 
10 c]pyridin-5-yl)-2-oxo-ethyl]-2-methyl-propionamide is preferred among the "Q Group" 
of compounds and the separated 3a-(R) and 3a-(S) isomers are preferred of the 
diastereomeric mixture. 

The diastereomeric mixture of 2-amino-N-{1-(R)-(3-chloro-benzylox 
2-oxo-2-[3-oxo-3a-(R T S)-pyridin-2^ 
1 5 hexahydro-pyrazolo[4,3-c]pyridin-5-yl]-ethyl}-2-methyl-propionamide is preferred 
among the U Q Group" of compounds and the separated 3a-(R) and 3a-(S) isomers 
are preferred of the diastereomeric mixture. 

The diastereomeric mixture of 2-amino-N-{1-(R)-(4-ch!oro-benzyloxy-methyl)- 
2-oxo-2-[3-oxo-3a-(R,S)-pyridin-2-yto 
20 hexahydro-pyrazolo[4,3-c ]pyridin-5-yl]-ethyl}-2-methyl-propionamide is preferred 
among the U Q Group" of compounds and the separated 3a-(R) and 3a-(S) isomers 
are preferred of the diastereomeric mixture. 

The diastereomeric mixture of 2-amino-N-{1-(R)-(2 t 4-dichloro- 
benzyloxymethyI)-2-oxo-2-[3-oxo-3a-(R,S)-pyridin-2-ylmethyl-2-(2,2 1 2-trifluoro-ethyl)- 
25 2 l 3 I 3a ( 4 t 67-hexahydro-pyrazolo[4>c]pyridin-5-yl]-ethyl}-2-methyl-propionamideis 
preferred among the U Q Group" of compounds and the separated 3a-(R) and 3a-(S) 
isomers are preferred of the diastereomeric mixture. 

The diastereomeric mixture of 2-amino-N-{1-(R)-(4-chloro-thiophen-2- 
ylmethoxymethyl)-2-oxo-2-[3-oxo-3a-(R t S)-pyridin-2-ylmethyl-2-(2,2,2-trffl 
30 2,3,38,4,5 J-hexahydro-pyrazolo[3,4-c]pyridin-6-yl]-ethyl)-2-methyl-propionamide is 
preferred among the "Q Group" of compounds and the separated 3a-(R) and 3a-(S) 
isomers are preferred of the diast r omeric mixture. 
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The diastereomeric mixture of 2-amino-N-{1-(R)-(2,4-difluoro-benzyloxy- 
rnethyl)-2-oxo-2-[3-oxo-3a-(R,S)-pyridin-2-ylmethyl-2-(2,2,2-trifluoro-ethyl)- 
2,3,3a,4,6,7-hexahydro-pyra2olo[4,3-c]pyridin-5-yl]-ethyl}-2-methyl-propionamide is 
preferred among the "Q Group" of compounds and the separated 3a-(R) and 3a-(S) 
5 isomers are preferred of the diastereomeric mixture. 

A group of compounds which contains intermediates useful in synthesizing 
the compounds of formula (I) are of the formula 



10 the racemic-diastereomeric mixtures and optical isomers of said compounds and the 
pharmaceutically-acceptable salts thereof, wherein e is 0 or 1; n and w are each 
independently 0, 1 or 2, provided that w and n cannot both be 0 at the same time; 



R 1 is hydrogen, -CN, -(CH 2 ) q N(X 6 )C(0)X 6 , -(CH 2 ) q N(X 6 )C(0)(CH 2 ) r A 1 , 

-(CH 2 ) q N(X 6 )S0 2 (CH 2 ),-A 1 , -<CH 2 ) q N(X 6 )S0 2 X 6 , -(CH 2 ) p N(X 6 )C(0)N(X 6 )(CH 2 ) t -A 1 . 
15 -(CH 2 ) q N(X e )C(0)N(X 6 )(X 6 ), -(CH 2 ) q C(0)N(X 6 )(X 6 ), -(CH 2 ) q C(0)N(X 6 )(CH 2 ),-A 1 , 

-(CH 2 ) q C(0)OX 6 . -(CH 2 ) q C(0)0(CH 2 ),-A\ -(CH 2 ) q OX 6 . -(CH 2 ) q OC(0)X 6 , 

-<CH 2 ) q OC(0)(CH 2 ) r A 1 . -(CH 2 ) q OC(0)N(X 6 )(CH 2 ),-A 1 , -(CH 2 ) q OC(0)N(X 6 )(X 6 ), 

-(CH 2 ) q C(0)X 6 , -(CH 2 ) q C(0)(CH 2 ),-A 1 , -(CH 2 )„N(X 6 )C(0)OX 6 . 

-(CH 2 ) q N(X 6 )S0 2 N(X 6 )(X 6 ), -(CH 2 ) q S(0) m X 6 . -(CH 2 ) q S(0) m (CH 2 ) r A 1 . 
20 -(d-dojalkyl, -(CH 2 ) r A\ -(CH 2 ) q -(C 3 -C 7 )cycloalkyl, -(CH^-Y'-fCVCeJalkyl, 

-(CHaJq-YMCH^ 1 or-(CH 2 ) q -Y 1 -(CH 2 ),-(C3-C 7 )cycloalkyl; 

where the alky) and cycloalkyl groups in the definition of R 1 are optionally 
substituted with (CVC^alkyl, hydroxyl, (C r C 4 )alkoxy, carboxyl, CONH 2 , 
-S(0) m (C 1 -C 6 )alkyl, -C0 2 (C r C 4 )alkyl, 1 H-tetrazol-5-yl or 1 to 3 fluoro; Y 1 is O, 
25 S(0) m , -C(0)NX 6 , -CH=CH-, -GsC-, -N(X 6 )C(0)-, -C(0)NX\ -C(0)0-, 

-OC(0)N(X 6 )- or -OC(0)-; q is 0. 1 , 2, 3 or 4; t is 0. 1 , 2 or 3; 
said (CH 2 ) q group and (CH 2 ), group may each be optionally substituted with 1 
to 3 fluoro, 1 or 2 (C r C 4 )alkyl, hydroxyl, (C r C 4 )alkoxy, carboxyl, -CONH 2 , 




(CH 2 ) e 



(CH 2 ) n 




(II) 
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-S(0) m (C r C 6 )alkyl, -C0 2 (C r C 4 )aIkyl ester, or 1H-tetrazol-5-yl; 
R 2 is hydrogen, (C r C 8 )alkyl t -(Co-C 3 )alkyl-(C3-C 8 )cycioalkyI 1 -(C r C 4 )alkyl-A 1 or A 1 ; 
where the alkyl groups and the cycloalkyl groups in the definition of R 2 are optionally 
substituted by hydroxyl, -C(0)OX 6 , -C(0)N(X 6 )(X 6 ), -N(X 6 )(X 6 ), 
5 ^(OWCrCsJalkyl, -C(0)A 1 , -C(0)(X 6 ), CF 3 , CN or 1 to 3 halogen; 

A 1 for each occurrence is independently (C 5 -C 7 )cycloalkenyl t phenyl or a partially 
saturated, fully saturated or fully unsaturated 4- to 8-membered ring optionally 
having 1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen, or a bicyclic ring system consisting of a partially 
10 saturated, fully unsaturated or fully saturated 5- or 6-membered ring, optionally 
having 1 to 4 heteroatoms independently selected from the group consisting of 
nitrogen, sulfur and oxygen, fused to a partially saturated, fully saturated or fully 
unsaturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 
15 A 1 for each occurrence is independently optionally substituted, in one or 

optionally both rings if A 1 is a bicyclic ring system, with up to three 
substituents, each substituent independently selected from the group 
consisting of F, CI. Br, I, OCF 3l OCF 2 H, CF 3 , CH 3 , OCH 3 , -OX 6 , 
-C(0)N(X 6 )(X 6 ), -C(0)OX 6 , oxo, (C r C 6 )alkyl, nitro, cyano, benzyl, 
20 -S(0) m (C 1 -C 6 )alkyl, 1H-tetrazol-5-yl, phenyl, phenoxy, phenylalkyloxy, 

halophenyl, methylenedioxy, -N(X 6 )(X 6 ), -N(X 6 )C(0)(X 6 ), -S0 2 H(X*)(X*), 
-N(X 6 )S0 2 -phenyl, -N(X 6 )S0 2 X 6 , -CONX 11 X 12 , -S0 2 NX 11 X 12 , -NX 6 S0 2 X 12 , 
-NX 6 CONX 11 X 12 , -NX 6 S0 2 NX 11 X 12 , -NX 6 C(0)X 12 , imidazolyl, thiazolyl and 
tetrazolyl, provided that if A 1 is optionally substituted with methylenedioxy 
25 then it can only be substituted by one methylenedioxy; 

where X 11 is hydrogen or optionally substituted (C r C e )alkyl; 

the optionally substituted (C r C 6 )alkyl defined for X 11 is 
optionally independently substituted with phenyl, phenoxy, (C r 
C 6 )alkoxycarbonyl, -S(0) m (C r C 6 )alkyl, 1 to 5 halogens, 1 to 3 
30 hydroxy, 1 to 3 (C r C 10 )alkanoyloxy or 1 to 3 (CrCeJalkoxy; 

X 12 is hydrogen, (Ci-CeJalkyl, phenyl, thiazolyl, imidazolyl, furyl or 
thienyl, provided that when X 12 is not hydrogen, X 12 is optionally 
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substituted with one to three substituents independently selected from 
the group consisting of CI, F, CH 3t OCH 3l OCF 3 and CF 3 ; 
or X 11 and X 12 are taken together to form -(CH 2 ) r L 1 -(CH 2 ) r -; 
L 1 is C(X 2 )(X 2 ), O, S(0) m or N(X 2 ); 
5 r for each occurrence is independently 1 , 2 or 3; 

X 2 for each occurrence is independently hydrogen, optionally substituted (C r 
C 6 )alkyl, or optionally substituted (C r C 7 )cycloalkyl, where the optionally substituted 
(C 1 -C 6 )alkyl and optionally substituted (C 3 -C 7 )cycloalkyl in the definition of X 2 are 
optionally independently substituted with -SJOJJd-CeJalkyl, -C(0)OX 3 , 1 to 5 
10 halogens or 1 to 3 OX 3 ; 

X 3 for each occurrence is independently hydrogen or (C r C 6 )alkyl; 
X for each occurrence is independently hydrogen, optionally substituted (C r 
C 6 )alkyl, (C 2 -C 6 )hatogenated alky I, optionally substituted (C 3 -C 7 )cycloalkyl, (C 3 -C 7 )- 
halogenatedcycloalkyl, where optionally substituted (C 1 -C 6 )alkyl and optionally 
15 substituted (C r C 7 )cycloalkyl in the definition of X 6 is optionally independently 
substituted by, hydroxyl, (d-COalkoxy, carboxyl, CONH 2l -S(0) m (C r C 6 )alkyl, 
-C0 2 (C r C 4 )alkyl, 1H-tetrazol-5-yl or 1 or 2 (d-C^alkyl; or 

where there are two X 6 groups on one atom and both X 6 are (C r C 6 )alkyl, the two 
(C r C 6 )alkyl groups may be optionally joined and, together with the atom to which the 
20 two X groups are attached, form a 4- to 9- membered ring optionally having oxygen, 
sulfur or NX 7 ; 

X 7 is hydrogen or (C r C 6 )alkyl optionally substituted with hydroxyl; and 
m for each occurrence is independently 0, 1 or 2; 
with the proviso that: 

25 X 6 and X 12 cannot be hydrogen when it is attached to C(O) or S0 2 in the form 
C(0)X 6 , C(0)X 12 , S0 2 X 6 or S0 2 X 12 ; and 
when R 2 is hydrogen then R 1 is not -CH=CH-phenyl. 

A group of intermediate compounds preferred among the foregoing group of 
formula (II), designated "Group AA", contains those compounds wherein w is 0 or 1; 

30 n is 1; R 1 is hydrogen, -(CH 2 )<,-(C3-C 7 )cycloalkyl, -(CH 2 ) r A 1 or <C,-C 10 )alkyl where 
the (d-C 10 )alkyl and <C 3 -C 7 )cycloalkyl groups are optionally substituted with 1 to 3 
fluoro and A 1 in th definition of R 1 is optionally substituted with 1 to 3 substituents 
independently selected from the group consisting of F, CI, Me, m thoxy, CF 3 , OCF 3 
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and OCF 2 H; R 2 is hydrogen, (C r C 8 )aIkyl, (Co-CaJalkyl^Ca-CyJcycloalkyi, phenyl, or 
(C r C 3 )alkyl-phenyl where the alkyl and phenyl groups are optionally substituted with 
1 to 3 substituents independently selected from the group consisting of F, CF 3l OH 
and methoxy. 

5 A group of compounds preferred among the "AA Group" compounds, 

designated "BB Group", contains those compounds of U AA Group" wherein w is 1; e 
is 0; R 1 is -CH 2 -pyridyl, -CH 2 -thiazolyI, or -CH 2 -phenyl optionally substituted with 1 to 
3 substituents independently selected from the group consisting of fluoro and chloro; 
and R 2 is hydrogen, (C r C 4 )alkyl or phenyl where the (CrC 4 )alkyl or phenyl groups in 

10 the definition of R 2 is optionally substituted with 1 to 3 substituents independently 
selected from the group consisting of fluoro, hydroxy or methoxy. 

Compounds which are preferred among the "BB Group" compounds is the 
diastereomeric mixture of a compound wherein R 1 is -CH 2 -phenyl and R 2 is methyl or 
hydrogen; and the separated 3a-(R) and 3a-(S) isomers are preferred of the 

1 5 diastereomeric mixture. 

Another group of intermediate compounds which are useful in the synthesis 
of the compounds of formula (I) have the formula 



R 1 




(III) 

20 the racemic-diastereomeric mixtures and optical isomers of said compounds wherein 
Z 100 is methyl, BOC. CBZ ( CF 3 C(0)-, FMOC, TROC, trityl, tosyl, CH 3 C(0)- or 
optionally substituted benzyl which optionally substituted with methoxy, dimethoxy or 
nitro; e is 0 or 1 ; n and w are each independently 0, 1 or 2, provided that w and n 
cannot both be 0 at the same time; 

25 R 1 is hydrogen, -CN, -<CH 2 ) q N(X 6 )C(0)X 6 . -(CH 2 ) p N(X 6 )C(0)(CH 2 ) r A 1 , 

-(CH 2 ) q N(X 6 )S0 2 (CH 2 ) r A 1 l -(CH 2 ) q N(X 6 )S0 2 X 6 , -(CH 2 ) p N(X 6 )C(0)N(X 6 )(CH 2 ) r A 1 , 
-(CH 2 ) p N(X 6 )C(0)N(X 6 )(X 6 ), -(CHzJ.C^NCX^JX 6 ), -(CH^CCONO^XCH^-A 1 , 
-(CH 2 ) q C(0)OX 6 . -(CH 2 ) q C(0)0(CH 2 ) r A 1 , -(CH 2 ) q OX 6 , -<CH 2 ) q OC(0)X 6 , 
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-(CH 2 ) q OC(0)(CH 2 ) r ^ 

-(CH 2 ) q C(0)X 6 , -(CH 2 ) q C(0)(CH 2 ) r A 1 , -(CH 2 ) q N(X 6 )C(0)OX 6 , 
-(CH 2 ) q N(X 6 )S0 2 N(X 6 )(X 6 ), -(CH 2 ) q S(0) m X 6 , -(CH 2 ) q S(0) m (CH 2 ) r A 1 , 
-(C r C 10 )alkyl, -(CH 2 ) r A 1 , -(CH 2 ) q -(C 3 -C 7 )cycloalkyl, -(CH 2 ) q -Y 1 -(C r C 6 )aikyi, 
5 -<CH 2 ) q -Y 1 -(CH 2 ) r A 1 or -(CH 2 ) q -Y 1 -(CH 2 ) r (C 3 -C 7 )cycloalkyl; 

where the alkyl and cycloalkyl groups in the definition of R 1 are optionally 
substituted with (CVC^alkyl, hydroxyl, (C^Jalkoxy, carboxyl, CONH 2l 
-S(0) m (C r C 6 )alkyl, -C0 2 (C r C 4 )a!kyl, 1 H-tetrazol-5-yl or 1 to 3 fluoro; 
Y 1 is O, S(0) m , -C(0)NX 6 , -CH=CH-, -ChC-, -N(X 6 )C(0), -C(0)NX 6 , 
10 -C(0)0, -0C(O)N(X 6 ) or -OC(O); 

q is 0, 1, 2, 3 or 4; 
t is 0, 1,2 or 3; 

said (CH 2 ) q group and (CH 2 ) t group may each be optionally substituted with 
hydroxy!, (CVC 4 )alkoxy, carboxyl, -CONH 2t -S(0) m (C r C 6 )alkyl t 
15 -C0 2 (C 1 -C 4 )alkyl ) 1H-tetrazof-5-yl, 1 to 3 fluoro or 1 or 2 (C r C 4 )alkyl; 

R 2 is hydrogen, (C r C 8 )alkyl, -(Co-CaJalkyl-tCa-CsJcycloalkyl, -(C r C 4 )aIkyl-A 1 or A 1 ; 
where the alkyl groups and the cycloalkyl groups in the definition of R 2 are optionally 
substituted with hydroxyl, -C(0)OX 6 t -C(0)N(X 6 )(X 6 ), -N(X 6 )(X 6 ), 
-S(0) m (C r C 6 )alkyl, -C(0)A 1 , -C(0)(X 6 ), CF 3 , CN or 1 to 3 halogen; 
20 A 1 for each occurrence is independently (C 5 -C 7 )cyc!oalkenyl, phenyl or a partially 
saturated, fully saturated or fully unsaturated 4- to 8-membered ring optionally 
having 1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen, or a btcyclic ring system consisting of a partially 
saturated, fully unsaturated or fully saturated 5- or 6-membered ring, optionally 
25 having 1 to 4 heteroatoms independently selected from the group consisting of 
nitrogen, sulfur and oxygen, fused to a partially saturated, fully saturated or fully 
unsaturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 

A 1 for each occurrence is independently optionally substituted, in one or 
30 optionally both rings if A 1 is a bicyclic ring system, with up to three 

substituents, each substituent independently selected from the group 
consisting of F, CI, Br, I, OCF 3( OCFjH, CF 3 , CH 3l OCH 3 , -OX 6 , 
-C(0)N(X 6 )(X 6 ), -C(0)OX 6 , oxo, (C 1 -C e )alkyl, nitro, cyano, benzyl, 
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-S(0) m (C r C 6 )aikyl t 1 H-tetrazol-5-yl, phenyl, phenoxy, phenylalkyloxy, 
halophenyl, methyienedioxy, -N(X 6 )(X 6 ), -N(X 6 )C(0)(X 6 ), -S0 2 N(X 6 )(X 6 ), 
-N(X 6 )S0 2 -phenyI, -N(X 6 )S0 2 X 6 , -CONX 11 X 12 ( -S0 2 NX 11 X 12 , -NX 6 S0 2 X 12 , 
-NX 6 CONX 11 X 12 , -NX 6 S0 2 NX l1 X 12 , -NX 6 C(0)X 12 , imidazolyl, thiazolyl and 
5 tetrazolyl, provided that if A 1 is optionally substituted with methyienedioxy 

then it can only be substituted with one methyienedioxy; 

where X 11 is hydrogen or optionally substituted (C r C 6 )alkyl; 

the optionally substituted (C r C 6 )alkyI defined for X 11 is 
optionally independently substituted with phenyl, phenoxy, (C r 
10 C 6 )alkoxycarbonyl, -S(0) m (C r C 6 )alkyl, 1 to 5 halogens, 1 to 3 

hydroxy, 1 to 3 (C r C 10 )alkanoyloxy or 1 to 3 (C r C 6 )aIkoxy; 
X 12 is hydrogen, <C r C 6 )alkyl, phenyl, thiazolyl, imidazolyl, furyl or 
thienyl, provided that when X 12 is not hydrogen, X 12 is optionally 
substituted with one to three substituents independently selected from 
15 the group consisting of CI, F, CH 3> OCH 3l OCF 3 and CF 3 ; 

or X 11 and X 12 are taken together to form -(CH 2 ) r L 1 -(CH 2 ) r ; 
L 1 is C(X 2 )(X 2 ), O, S(0) m or N(X 2 ); 
r for each occurrence is independently 1 , 2 or 3; 
X 2 for each occurrence is independently hydrogen, optionally substituted (C 1 - 
20 C 6 )alkyl, or optionally substituted (C 3 -C 7 )cycloalkyl, where the optionally substituted 
(C r C 6 )alkyl and optionally substituted (C 3 -C 7 )cycloalkyl in the definition of X 2 are 
optionally independently substituted with -S(0) m (C r C 6 )alkyl, -C<0)OX 3 , 1 to 5 
halogens or 1 to 3 OX 3 ; 

X 3 for each occurrence is independently hydrogen or (C^CeJalkyl; 

25 X 6 for each occurrence is independently hydrogen, optionally substituted (C r 
C 6 )alkyl, (C 2 -C 6 )ha!ogenated alkyl, optionally substituted (C 3 -C 7 )cycloalkyl, (C 3 -C 7 )- 
halogenatedcycloalkyl, where optionally substituted (Ci-C e )alkyl and optionally 
substituted (C 3 -C 7 )cycloalkyl in the definition of X 6 is optionally independently 
substituted with hydroxyl, (C r C 4 )alkoxy, carboxyl, CONH 2 , -S(0) m (C r C 6 )alky1, 

30 -C0 2 (C r C4)alkyl ( 1H-tetrazol-5-yi or 1 or 2 (C r C 4 )alkyl; or 

where there are two X e groups on one atom and both X 6 are (C r C 6 )alkyl, the two 
(C r C 6 )alkyl groups may be optionally joined and, together with the atom to which th 
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two X 6 groups are attached, form a 4- to 9- membered ring optionally having oxygen, 
sulfur or NX 7 ; 

X 7 is hydrogen or (C 1 -C 6 )alkyl optionally substituted with hydroxyl; and 
m for each occurrence is independently 0, 1 or 2; 
5 with the proviso that: 

X 6 and X 12 cannot be hydrogen when it is attached to C(O) or S0 2 in the form 
C(0)X 6 , C(0)X 12 , S0 2 X 6 or S0 2 X 12 ; 
when R 2 is hydrogen then R 1 is not -CH=CH-phenyl; 
when R 2 is H and R 1 is -CH 2 -CH=CH-Ph, then Z 100 is not BOC; 
10 when R 2 is H and R 1 is then Z 100 is not BOC; 

when R 2 is H and R 1 is -CH 2 -C(CH 3 )=CH 2 , then Z 100 is not BOC; and 
when R 2 is phenyl and R 1 is -CH 3 , then Z 100 is not CH 3 C(0)-. 

A group of compounds preferred among the foregoing group of compounds 
of formula (III), designated "CC Group", are those compounds wherein w is 0 or 1 ; n 
15 is 1; 

Z 100 is BOC, methyl, benzyl or CBZ; 

R 1 is hydrogen, -(CH 2 ) q -(C 3 -C 7 )cycloalkyl, -(CH^-A 1 or (C r C 10 )alkyl where the (C,- 
C 10 )alkyl and (C 3 -C 7 )cycloalkyl groups are optionally substituted with 1 to 3 fluoro 
and A 1 in the definition of R 1 is optionally substituted with 1 to 3 substituents 
20 independently selected from the group consisting of F, CI, Me, OMe, CF 3 , OCF 3 and 
OCF 2 H; 

R 2 is hydrogen, (d-CeJalkyl, -(C 0 -C 3 )alkyl-(C3-C7)cycloalkyl, phenyl, or -(d-C^alkyl- 
phenyl where the alkyl and phenyl groups are optionally substituted with 1 to 3 
substituents independently selected from the group consisting of F, CF 3 , OH and 
25 OMe. 

A group of compounds preferred among the "CC Group" compounds, 
designated "DD Group", contains those compounds of "CC Group" wherein Z 100 is 
BOC; w is 1; e is 0; R 1 is -CH 2 -pyridyl, -CH 2 -thiazolyl, or -CH 2 -phenyl optionally 
substituted with 1 to 3 substituents independently selected from the group consisting 
30 of fluoro and chloro; and R 2 is hydrogen, (C r C 4 )alkyl or phenyl where the (C r 
C 4 )alkyl or phenyl groups in the definition of R 2 is optionally substituted with 1 to 3 
substituents independently selected from the group consisting of fluoro, hydroxy and 
methoxy. 
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Compounds which are preferred among the "DD Group" compounds is the 
diastereomeric mixture of a compound wherein R 1 is -CH 2 -phenyl and R 2 is methyl or 
hydrogen; and the separated 3a-(R) and 3a-(S) isomers are preferred of the 
diastereomeric mixture. 
5 Yet another group of compounds which are useful in the synthesis of the 

compounds of formula (I) contains those compounds of the formula 



O X 4 




(IV) 

the racemic-diastereomeric mixtures and optical isomers of said compounds wherein 
10 Z 200 is t-BOC, CBZ, CF 3 C(0)-, FMOC, TROC, trityl. tosyl or optionally substituted 
benzyl which is optionally substituted with methoxy, dimethoxy or nitro; 
e is 0 or 1 ; 

n and w are each independently 0, 1 or 2, provided that w and n cannot both be 0 at 
the same time; 

15 Y is oxygen or sulfur; 

R 1 is hydrogen, -CN, -(CH 2 ) q N(X 6 )C(0)X 6 , -(CH 2 ) q N(X 6 )C(0)(CH 2 )rA 1 . 
-(CH 2 ) q N(X 6 )S0 2 (CH 2 ) r A 1 ,-(CH 2 ) q N(X 6 )S0 2 X 6 .-(CH 2 ) ( ,N(X 6 )C(0)N(X $ )(CH 2 ) r A 1 , 
-(CH 2 ) p N(X 6 )C(0)N(X 6 )(X a ), -(CH 2 ) q C(0)N(X 6 )(X 6 ), -(CH 2 ) q C(0)N(X 6 )(CH 2 ) r A 1 , 
-(CH 2 ) q C(0)OX 6 , -(CH 2 ) q C(0)0(CH 2 ) r A\ -(CH 2 ) q OX 6 , -(CH 2 ) q OC(0)X 6 . 

20 -(CH 2 ) q OC(0)(CH 2 ),-A 1 , -(CH 2 ) q OC(0)N(X 6 )(CH 2 ) r A 1 , -(CH 2 ) q OC(0)N(X 6 )(X 6 ), 
-(CH 2 ) p C(0)X 6 , -(CH 2 ) q C(0)(CH 2 ) t -A 1 , -(CH^NKX^CfOJOX 8 , 
-(CH 2 ) q N(X 6 )S0 2 N(X 6 )(X 6 ), -(CHaJ^OUXf, -(CH 2 ) q S(0) m (CH 2 )t-A 1 , 
-(C r C 10 )alkyl, -(CHaVA 1 . -(CH 2 ) q -(C 3 -C 7 )cycloalkyl, -(CHzVY^Ci-CeJalkyl, 
-(CH 2 ) q -Y 1 -(CH 2 ) t -A 1 or -(CH 2 VY 1 -(CH 2 ) r (C3-C 7 )cycloalkyl; 

25 where the alkyl and cycloalkyl groups in the definition of R 1 are optionally 

substituted with (C r C 4 )alkyl, hydroxyl, (d-C^alkoxy, carboxyl, CONH 2l 
-S(0) m (CrC 6 )alkyl, -C0 2 (C r C 4 )alkyl ester, 1H-tetrazol-5-yl or 1 to 3 fluoro; 
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Y 1 is O, S(0) m , -C(0)NX 6 , -CH=CH-, -C=C-, -N(X 6 )C(0), -C(0)NX 6 , 
-C(0)0, -OC(0)N(X 6 ) or -OC(O); 
q is 0, 1, 2, 3 or 4; 
t is 0, 1, 2 or 3; 

said (CH 2 ) q group and (CH 2 ) t group may each be optionally substituted with 



hydroxyl, (C r C 4 )alkoxy, carboxyl, -CONH 2) -S(0) m (C r C 6 )alkyl, 

-C02(C r C4)alkyl, 1 H-tetrazol-5-yl, 1 to 3 fluoro or 1 or 2 (C,-C 4 )alkyl; 
R 2 is hydrogen, (C r C 8 )alkyl, -(C 0 -C 3 )alkyl-(C 3 -C 8 )cycloalkyl, -(C r C 4 )alkyl-A 1 or A 1 ; 
where the alkyl groups and the cycloalkyl groups in the definition of R 2 are optionally 
10 substituted with hydroxyl, -C(0)OX 6 , -C(0)N(X 6 )(X 6 ), -N(X 6 )(X 6 ), -S(0) m (C r C 6 )alkyl, 
-C(0)A 1 , -C(0)(X 6 ), CF 3l CN or 1 to 3 halogen; 
R 3 is A 1 , (C r C 10 )alkyl, -(CVCeJalkyl-A 1 , -(C r C 6 )alkyl-(C 3 -C 7 )cycloalkyl, 
-(d-CsJalkyl-X^^^CsJalkyl, -(C 1 -C 5 )alkyl-X 1 -(C 0 -C 5 )alkyl-A 1 or 
-(C 1 -C 5 )alkyl-X 1 -(C 1 -C 5 )alkyl-(C3-C 7 )cycloalkyl; 
1 5 where the alkyl groups in the definition of R 3 is optionally substituted with 

-SfOUCrCeJalkyl, -C(0)OX 3 , 1 to 5 halogens or 1 to 3 OX 3 ; 

X 1 is O. S(0) m , -N(X 2 )C(0)-. -C(0)N(X 2 )-, -OC(O)-, -C(0)0-, -CX 2 =CX 2 -, 

-N(X 2 )C(0)0- -OC(0)N(X 2 )- or -C=C-; 
R 4 is hydrogen. (CVCeJalkyl or (C 3 -C 7 )cycloalkyl, or R 4 is taken together with R 3 and 
20 the carbon atom to which they are attached and form (C 5 -C 7 )cycloalkyl, (C 5 - 
C 7 )cycloalkenyl, a partially saturated or fully saturated 4- to 8-membered ring having 
1 to 4 heteroatoms independently selected from the group consisting of oxygen, 
sulfur and nitrogen, or is a bicyclic ring system consisting of a partially saturated or 
fully saturated 5- or 6-membered ring, fused to a partially saturated, fully unsaturated 
25 or fully saturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 
X 4 is hydrogen or (d-CeJalkyl or X 4 is taken together with R 4 and the nitrogen atom 
to which X 4 is attached and the carbon atom to which R 4 is attached and form a five 
to seven membered ring; 




30 R 6 is a bond or is 



(CH 2 ) a 



(CH 2 ) b 
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where a and b are independently 0, 1 , 2 or 3; 

X 5 and X 5a are each independently selected from the group consisting of 
hydrogen, trifluoromethyl, A 1 and optionally substituted (C r C 6 )alkyl; 

the optionally substituted (CrC 6 )alkyl in the definition of X 5 and X 5a is 
5 optionally substituted with a substituent selected from the group 

consisting of A 1 , -OX 2 , -S(0} m (CrC 6 )alkyl, -C(0)OX 2 , 
(C 3 -C 7 )cycloalkyl, -N(X 2 )(X 2 ) and -C{0)N(X 2 )(X 2 ); 
or the carbon bearing X 5 and X 5a forms an alkyiene bridge with the nitrogen 
atom bearing Z 200 and R 8 where the alkyiene bridge contains 1 to 5 carbon 
10 atoms provided that X 5 or X 5a but not both may be on the carbon atom and 

Z 200 or R 8 but not both may be on the nitrogen atom; 

or X 5 is taken together with X 5a and the carbon atom to which they are 
attached and form a partially saturated or fully saturated 3- to 7-membered 
ring, or a partially saturated or fully saturated 4- to 8-membered ring having 1 
15 to 4 heteroatoms independently selected from the group consisting of 

oxygen, sulfur and nitrogen; 

or X 5 is taken together with X 5a and the carbon atom to which they are 
attached and form a bicyclic ring system consisting of a partially saturated or 
fully saturated 5- or 6-membered ring, optionally having 1 or 2 heteroatoms 
20 independently selected from the group consisting of nitrogen, sulfur and 

oxygen, fused to a partially saturated, fully saturated or fully unsaturated 5- or 
6-membered ring, optionally having 1 to 4 heteroatoms independently 
selected from the group consisting of nitrogen, sulfur and oxygen; 
Z 1 is a bond, O or N-X 2 , provided that when a and b are both 0 then Z 1 is not 
25 N-X 2 or O; 

R 8 is hydrogen or optionally substituted (CVCeJalkyl; 

where the optionally substituted (C r C 6 )alkyl in the definition of R 8 is 
optionally independently substituted with A 1 , -C(0)0-(C r C 6 )alkyl ( 
-S(0) m (C r C 6 )alkyl, 1 to 5 halogens, 1 to 3 hydroxy, 1 to 3 -0-C(0)(C r 
30 C 10 )alkyl or 1 to 3 (C r C 6 )alkoxy; or 

A 1 for each occurrence is independently (C 5 -C 7 )cycloalkenyl, phenyl or a partially 
saturated, fully saturated or fully unsaturated 4- to 8-m mbered ring optionally 
having 1 to 4 heteroatoms independently selected from the group consisting of 
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oxygen, sulfur and nitrogen, or a bicyclic ring system consisting of a partially 
saturated, fully unsaturated or fully saturated 5- or 6-membered ring, optionally 
having 1 to 4 heteroatoms independently selected from the group consisting of 
nitrogen, sulfur and oxygen, fused to a partially saturated, fully saturated or fully 
5 unsaturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 

A 1 for each occurrence is independently optionally substituted, in one or 
optionally both rings if A 1 is a bicyclic ring system, with up to three 
substituents, each substituent independently selected from the group 
10 consisting of F, CI, Br, I, OCF 3 , OCF 2 H ( CF 3 , CH 3 , OCH 3 , -OX 5 , 

-C(0)N(X 6 )(X 6 ), -C(0)OX 6 , oxo, (C r C 6 )alkyl, nitro, cyano, benzyl, 
-S(0) m (C 1 -C 6 )alkyl, 1 H-tetrazol-5-yl, phenyl, phenoxy, phenylalkyloxy, 
halophenyl, methylenedioxy, -N(X 6 )(X 6 ), -N(X 6 )C(0)(X 6 ). -S0 2 N(X 6 )(X 6 ), 
-N(X 6 )S0 2 -phenyl, -N(X 6 )S0 2 X 6 , -CONX 11 X 12 ( -S0 2 NX 1i X 12 , -NX s S0 2 X 12 , 
15 -NX 6 CONX 11 X 12 , -NX 6 S0 2 NX 11 X 12 , -NX 6 C(0)X 12 , imidazolyl, thiazolyl and 

tetrazolyl, provided that if A 1 is optionally substituted with methylenedioxy 
then it can only be substituted with one methylenedioxy; 

where X 11 is hydrogen or optionally substituted (C r C 6 )alkyl; 

the optionally substituted (C r C 6 )alkyl defined for X 11 is 
20 optionally independently substituted with phenyl, phenoxy, (C r 

C 6 )alkoxycarbonyl, -S(0) m (C r C 6 )alkyl, 1 to 5 halogens, 1 to 3 
hydroxy, 1 to 3 (C r C 10 )alkanoyloxy or 1 to 3 (C r C 6 )alkoxy; 
X 12 is hydrogen, (C r C 6 )alkyl, phenyl, thiazolyl, imidazolyl, furyl or 
thienyl, provided that when X 12 is not hydrogen, X 12 is optionally 
25 substituted with one to three substituents independently selected from 

the group consisting of CI, F, CH 3 , OCH 3 , OCF 3 and CF 3 ; 
or X 11 and X 12 are taken together to form -(CH 2 ) r -L 1 -(CH 2 ) r ; 
L 1 isC(X 2 )(X 2 ) l O, S(0) m or N(X 2 ); 
r for each occurrence is independently 1 , 2 or 3; 
30 X 2 for each occurrence is independently hydrogen, optionally substituted (C r 
C 6 )alkyl, or optionally substituted (C 3 -C 7 )cycloalkyl ( where the optionally substituted 
(C r C 6 )alkyl and optionally substituted (C 3 -C 7 )cycloalkyl in the definition of X 2 are 
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optionally independently substituted with -S(0) m (C r C 6 )aikyl, -C(0)OX 3 , 1 to 5 
halogens or 1 to 3 -OX 3 ; 

X 3 for each occurrence is independently hydrogen or (CVCeJalkyl; 

X 6 for each occurrence is independently hydrogen, optionally substituted (C r 

5 C 6 )alkyl, (C 2 -C 6 )halogenated alkyl, optionally substituted (C 3 -C 7 )cycloalkyI, (C 3 -C 7 )- 
halogenatedcycloalkyl, where optionally substituted (C r C 6 )alkyl and optionally 
substituted (C 3 -C 7 )cycloaIkyl in the definition of X 6 is optionally independently 
substituted with hydroxyl, (C r C 4 )alkoxy, carboxyl, CONH 2 , -S(0) m (C r C 6 )alkyl t 
-C0 2 (C r C4)alkyl ( 1 H-tetrazol-5-yl or 1 or 2 (C r C 4 )alkyl; or 

10 when there are two X 6 groups on one atom and both X 6 are (C r C 6 )alkyl, the two (C r 
C 6 )alkyl groups may be optionally joined and, together with the atom to which the two 
X 6 groups are attached, form a 4- to 9- membered ring optionally having oxygen, 
sulfur or NX 7 ; 

X 7 is hydrogen or (CrC^alkyl optionally substituted by hydroxyl; and 
15 m for each occurrence is independently 0, 1 or 2; 
with the proviso that: 

X 6 and X 12 cannot be hydrogen when it is attached to C(O) or S0 2 in the form 
C(0)X 6 . C(0)X 12 ? SQ 2 X 6 or S0 2 X 12 ; and 

when R 6 is a bond then L is N(X 2 ) and each r in the definition -(CH 2 ) r -L-(CH 2 ) r - is 2 or 
20 3. 

Compounds which are preferred of the foregoing compounds of formula (IV) 
is the compound wherein e is 0; Y is O; R 1 is -CH 2 -phenyl; R 2 is methyl or hydrogen; 
n is 1; w is 1; R 3 is -CH 2 -0-CH 2 -phenyl; R 4 is hydrogen; X 4 is hydrogen; R 6 is 
-C(CH 3 ) 2 -; Z 200 is BOC and R 8 is hydrogen. 
25 This invention also provides: 

a method for increasing levels of endogenous growth hormone in a human or 
other animal which comprises administering to such human or other animal an 
effective amount of a compound of Formula I; 

a pharmaceutical composition useful for increasing the endogenous 
30 production or release of growth hormone in a human or other animal which 
comprises an inert carrier and an effective amount of a compound of Formula I; 

a pharmaceutical composition useful for incr asing the endog nous 
production or release of growth hormone in a human or other animal which 
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com prises an inert carrier, an effective amount of a compound of Formula I and 
another growth hormone secretagogue such as, GHRP-6, Hexarelin, GHRP-1, IGF- 
1 , IGF-2, B-HT920 or growth hormone releasing factor (GRF) or an analog thereof; 
a method for the treatment or prevention of osteoporosis which comprises 
5 administering to a human or other animal in need of such treatment or prevention an 
amount of a compound of Formula I which is effective in treating or preventing 
osteoporosis; 

a method for the treatment or prevention of osteoporosis which comprises 
administering to a human or other animal with osteoporosis a combination of a 
10 bisphosphonate compound such as alendronate, and especially preferred is the 
bisphosphonate compound ibandronate, and a compound of Formula I; 

a method for the treatment or prevention of osteoporosis which comprises 
administering to a human or other animal with osteoporosis a combination of 
estrogen or Premarin® and a compound of Formula I and optionally progesterone; 
15 a method to increase IGF-1 levels in IGF-1 deficient humans or other animals 

which comprises administering to a human or other animal with IGF-1 deficiency a 
compound of Formula I; 

a method for the treatment of osteoporosis which comprises administering to 
a human or other animal with osteoporosis a combination of an estrogen agonist or 
20 antagonist such as tamoxifen, droloxifene, raloxifene and idoxifene and a compound 
of Formula I; 

a particularly preferred method for the treatment of osteoporosis comprises 
administering to a human or other animal with osteoporosis a combination of an 
estrogen agonist or antagonist such as C/s-6-(4-fluoro-phenyl)-5-[4-(2-piperidin-1-yl- 
25 ethoxy)-phenyl]-5,6 l 7 r 8-tetrahydro-naphthalene-2-ol; 

(-)^/s-6-phenyl-5-[4-(2-pynrolidin^ 
naphthalene-2-ol; 

c/s^phenyl-5-[4-(2i)yrrolidirh1-yl^thoxy)-phenyl]-5 ( 6J t 8-tetrahyd^ 
naphthalene-2-ol; 
30 c/s-1-[6*-pyirolodinoethoxy-3^ 
naphthalene; 

l^'-pynrolidinoethoxyphenylJ^A'-fluorophenyO-e-hydroxy-l^.a^ 
tetrahydroisoquinoline; 
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c/s-6-(4-hydroxypheny!)-5-[4-(2-piperidin-1-yl-ethoxy)-p^ 
tetrahydro-naphthalene-2-ol; or 

l-C^-pyrrolidinoIethoxyphenylJ^-phenyl-S-hydroxy-I^.S^-tetrahydro- 
isoquinoline and a compound of Formula I; 
5 a method for the treatment of osteoporosis which comprises administering to 

a human or other animal with osteoporosis a combination of calcitonin and a 
compound of Formula I; 

a method for increasing muscle mass, which method comprises administering 
to a human or other animal in need of such treatment an amount of a compound of 
10 Formula I which is effective in promoting release of endogenous growth hormone; 
and 

a method for promoting growth in growth hormone deficient children which 
comprises administering to a growth hormone deficient child a compound of Formula 
I which is effective in promoting release of endogenous growth hormone. 

15 This invention further provides a method for treating or preventing diseases 

or conditions which may be treated or prevented by growth hormone which 
comprises administering to a human or other animal in need of such treatment or 
prevention an amount of a compound of Formula I which is effective in promoting 
release of endogenous growth hormone. 

20 In another aspect, this invention provides methods for treating or preventing 

congestive heart failure, frailty associated with aging, and obesity which comprise 
administering to a human or other animal in need of such treatment or prevention an 
amount of a compound of Formula I which is effective in promoting release of 
endogenous growth hormone; of the instant method it is preferred that the disease or 

25 condition to be treated or prevented is congestive heart failure or frailty associated 
with aging. 

In another aspect, this invention provides methods for accelerating bone 
fracture repair, attenuating protein catabolic response after a major operation, 
reducing cachexia and protein loss due to chronic illness such as AIDS and cancer, 
30 accelerating wound healing, and accelerating the recovery of burn patients or 
patients having undergone major surgery, which comprise administering to a human 
or other animal in need of such treatment an amount of a compound of Formula I 
which is effective in promoting release of endogenous growth hormone; of the instant 
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method a preferred method of use is to accelerate bone fracture repair or for 
accelerating the recovery of patients having undergone major surgery. 

In yet another aspect, this invention provides methods for improving muscle 
strength, mobility, maintenance of skin thickness, metabolic homeostasis and renal 
5 homeostasis, which comprise administering to a human or other animal in need of 
such treatment an amount of a compound of claim 1 which is effective in promoting 
release of endogenous growth hormone. 

The instant compounds promote the release of growth hormone which are 
stable under various physiological conditions and may be administered parenterally, 
1 0 nasally or by the oral route. 

Detailed Description of the Invention 
One of ordinary skill will recognize that certain substituents listed in this 
invention may have reduced chemical stability when combined with one another or 
with heteroatoms in the compounds. Such compounds with reduced chemical 
15 stability are not preferred. 

In general the compounds of Formula I can be made by processes which 
include processes known in the chemical arts for the production of compounds. 
Certain processes for the manufacture of Formula I compounds are provided as 
further features of the invention and are illustrated by the following reaction 
20 schemes. 

In the above structural formulae and throughout the instant application, the 
following terms have the indicated meanings unless expressly stated otherwise: 

The alkyl groups are intended to include those alkyl groups of the designated 
length in either a straight or branched configuration which may optionally contain 
25 double or triple bonds. Exemplary of such alkyl groups are methyl, ethyl, propyl, 
isopropyl, butyl, sec-butyl, tertiary butyl, pentyl, isopentyl, hexyl, isohexyl, allyl, 
ethynyl, propenyl, butadienyl, hexenyl and the like. 

When the definition C 0 -alkyl occurs in the definition, it means a single 
covalent bond. 

30 The alkoxy groups specified above are intended to include those alkoxy 

groups of the designated length in either a straight or branched configuration which 
may optionally contain double or triple bonds. Exemplary of such alkoxy groups are 
methoxy, ethoxy, propoxy, isopropoxy, butoxy, isobutoxy, tertiary butoxy, pentoxy, 
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isopentoxy, hexoxy, isohexoxy, allyloxy, 2-propynyloxy, isobutenyloxy, hexenyloxy 
and the like. 

The term "halogen" or "halo" is intended to include the halogen atoms 
fluorine, chlorine, bromine and iodine. 
5 The term "halogenated alky!" is intended to include an alkyl group as defined 

hereinabove substituted by one or more halogen atoms as defined hereinabove. 

The term "halogenated cycloalkyl" is intended to include a cycloalkyl group 
substituted by one or more halogen atoms as defined hereinabove. 

The term "aryl" is intended to include phenyl and naphthyl and aromatic 5- 
10 and 6-membered rings with 1 to 4 heteroatoms or fused 5- or 6-membered bicyclic 
rings with 1 to 4 heteroatoms of nitrogen, sulfur or oxygen. Examples of such 
heterocyclic aromatic rings are pyridine, thiophene (also known as thienyl), furan, 
benzothiophene, tetrazole, indole, N-methylindole, dihydroindole, indazole, N- 
formylindole, benzimidazole, thiazole, pyrimidine, and thiadiazole. 
15 The chemist of ordinary skill will recognize that certain combinations of 

heteroatom-containing substituents listed in this invention define compounds which 
will be less stable under physiological conditions (e.g., those containing acetal or 
aminal linkages). Accordingly, such compounds are less preferred. 

The expression "prodrug" refers to compounds that are drug precursors, 
20 which following administration, release the drug in vivo via some chemical or 
physiological process (e.g., a prodrug on being brought to the physiological pH is 
converted to the desired drug form). Exemplery prodrugs upon cleavage release the 
corresponding free acid, and such hydrolyzable ester-forming residues of the 
compounds of this invention include but are not limited to carboxylic acid substituents 
25 (e.g., R 1 is -(CH 2 ) q C(0) 2 X 6 where X 6 is hydrogen, or R 2 or A 1 contains carboxylic 
acid) wherein the free hydrogen is replaced by (Ct-C^alkyl, (C 2 - 
C 12 )alkanoyloxymethyl, (C 4 -C 9 )1-(alkanoyloxy)ethyl, 1-methyM-(alkanoyloxy)-ethyl 
having from 5 to 10 carbon atoms, alkoxycarbonyloxymethyl having from 3 to 6 
carbon atoms, 1-(alkoxycarbonyloxy)ethyl having from 4 to 7 carbon atoms, 1- 
30 methyl-1-(alkoxycarbonyloxy)ethyl having from 5 to 8 carbon atoms, N- 
(alkoxycarbonyl)aminomethyl having from 3 to 9 carbon atoms, 1-(N- 
(alkoxycarbonyl)amino)ethyl having from 4 to 10 carbon atoms, 3-phthalidyl, 4- 
crotonolactonyl, gamma-butyrolacton-4-yl, di»N,N"(C r C2)alkylamino(C 2 -C 3 )alkyl 
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(such as (3-dimethylaminoethyl), carbamoyKC r C 2 )alkyl, N.N-dKCVCj)- 
alkylcarbamoyl-(C 1 -C 2 )alkyl and piperidino-, pyrrolidino- or morphoIino(C 2 -C 3 )alkyl. 

Other exemplary prodrugs release an alcohol of Formula I wherein the free 
hydrogen of the hydroxy! substituent (e.g., R 1 contains hydroxyl) is replaced by (C r 
5 C 6 )alkanoyloxymethyl. l-ttCVC^alkanoyloxyJethyl, 1-methyl-1-((C r C 6 )alka- 
noyloxy)ethyI, (C r C 6 )alkoxycarbonyloxymethyl ( N-(C r C 6 )alkoxy-carbonylamino- 
methyl, succinoyi, (C r C 6 )alkanoyl, a-amino(C r C 4 )alkanoyl ) arylacetyl and a- 
aminoacyl, or a-aminoacyl-ct-aminoacy! wherein said a-aminoacyl moieties are 
independently any of the naturally occurring L-amino acids found in proteins, 

10 P(0)(OH) 2 , -PlOXOfCi-CeJalkylfe or glycosyl (the radical resulting from detachment 
of the hydroxyl of the hemiacetal of a carbohydrate). 

Prodrugs of this invention where a carboxyl group in a carboxylic acid of 
Formula (I) is replaced by an ester may be prepared by combining the carboxylic 
acid with the appropriate alkyl halide in the presence of a base such as potassium 

15 carbonate in an inert solvent such as DMF at a temperature of about 0°C to 100°C 
for about 1 to about 24 hours. Alternatively, the acid is combined with the appropriate 
alcohol as solvent in the presence of a catalytic amount of acid such as concentrated 
sulfuric acid at a temperature of about 20°C to 120°C, preferably at reflux, for about 
1 hour to about 24 hours. Another method is the reaction of the acid in an inert 

20 solvent such as THF, with concomitant removal of the water being produced by 
physical (e.g., Dean Stark trap) or chemical (e.g., molecular sieves) means. 

Prodrugs of this invention where an alcohol function has been derivatized as 
an ether may be prepared by combining the alcohol with the appropriate alkyl 
bromide or iodide in the presence of a base such as potassium carbonate in an inert 

25 solvent such as DMF at a temperature of about 0°C to 100°C for about 1 to about 24 
hours. Alkanoylaminomethyl ethers may be obtained by reaction of the alcohol with a 
bis-(alkanoylamino)methane in the presence of a catalytic amount of acid in an inert 
solvent such as THF, according to a method described in US 4,997,984. 
Alternatively, these compounds may be prepared by the methods described by 

30 Hoffman et al. in J. Org. Chem. 1994, 59, p. 3530. 
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Certain of the above defined terms may occur more than once in the above 
formula and upon such occurrence each term shall be defined independently of the 

other. 

Throughout the specification and appendent claims the following 
abbreviations are used with the following meanings: 



10 



15 



20 



25 



30 



BOC 
BOP 

CBZ 
CDI 
CH 2 CI 2 
CHCI 3 

DCC 
DMF 
EDC 

EtOAc 
FMOC 
h 

Hex 

HOAT 

HOBT 

HPLC 

MHz 

MS 

NMR 

PTH 

TFA 

THF 

TLC 



t-butyloxycarbonyl 

Benzotriazol-l-yloxytris(dimethylamino) 

phosphonium hexafluorophosphate 

Benzyloxycarbonyl 

N, NT-Carbony Idiimidazole 

Methylene chloride 

Chloroform 

Dicyclohexylcarbodiimide 

Dimethylformamide 

1 -(3-dimethylaminopropyl)-3- 

ethylcarbodiimide hydrochloride 

Ethyl acetate 

9-Fluorenylmethoxycarbonyl 

hours 

Hexane 

1 -Hydroxy-7-azabenzotriazole 

Hydroxybenzotriazole hydrate 

High pressure liquid chromatography 

Megahertz 

Mass Spectrum 

Nuclear Magnetic Resonance 

Parathyroid hormone 

Trifluoroacetic acid 

Tetrahydrofuran 

Thin layer chromatography 
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TRH Thyrotropin releasing hormone 

TROC 2,2,2-Trichloroethoxycarbonyl 
The compounds of the instant invention all have at least one asymmetric 
center as noted by the asterisk in the structural Formula I, above. Additional 

5 asymmetric centers may be present on the molecule depending upon the nature of 
the various substituents on the molecule. Each such asymmetric center will produce 
two optical isomers and it is intended that all such optical isomers, as separated, 
pure or partially purified optical isomers, racemic mixtures or diastereomeric mixtures 
thereof, be included within the scope of the instant invention. In the case of the 
10 asymmetric center represented by the asterisk, it has been found that the absolute 
stereochemistry of the more active and thus more preferred isomer is shown in 
Formula IA. This preferred absolute configuration also applies to Formula I. 

O X 4 

ii 

Yj^ (OHj). 



T 



(CH 2 ) n N R6 R 1 

=, R3 II R8 



R 2 y N 



R 4 O 



(IA) 

15 With the R 4 substituent as hydrogen, the spatial configuration of the asymmetric 
center corresponds to that in a D-amino acid. In most cases this is also designated 
an R-configuration although this will vary according to the values of R 3 and R 4 used 
in making R- or S-stereochemical assignments. 

The instant compounds are generally isolated in the form of their 

20 pharmaceutical^ acceptable acid addition salts, such as the salts derived from using 
inorganic and organic acids. Examples of such acids are hydrochloric, nitric, sulfuric, 
phosphoric, formic, acetic, trifluoroacetic, propionic, maleic, succinic, D-tartaric, L- 
tartaric, malonic, methane sulfonic and the like. In addition, certain compounds 
containing an acidic function such as a carboxy can be isolated in the form of their 

25 inorganic salt in which the counter-ion can be selected from sodium, potassium, 
lithium, calcium, magnesium and the like, as well as from organic bases. 

The pharmaceutical^ acceptable salts are formed by taking about 1 
equivalent of a compound of formula (I) and contacting it with about 1 equivalent of 
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the appropriate corresponding acid of the salt which is desired. Work-up and 
isolation of the resulting salt is well-known to those of ordinary skill in the art. 

Th growth hormone releasing compounds of Formula I ar useful in vitro as 
unique tools for understanding how growth hormone secretion is regulated at the 
5 pituitary level. This includes use in the evaluation of many factors thought or known 
to influence growth hormone secretion such as age, sex, nutritional factors, glucose, 
amino acids, fatty acids, as well as fasting and non-fasting states. In addition, the 
compounds of this invention can be used in the evaluation of how other hormones 
modify growth hormone releasing activity. For example, it has already been 

10 established that somatostatin inhibits growth hormone release. 

The compounds of Formula I can be administered to animals, including 
humans, to release growth hormone in vivo. The compounds are useful for 
treatment of symptoms related to GH deficiency; stimulate growth or enhance feed 
efficiency of animals raised for meat production to improve carcass quality; to 

15 increase milk production in dairy cattle; improvement of bone or wound healing and 
improvement in vital organ function. The compounds of the present invention by 
inducing endogenous GH secretion will alter body composition and modify other GH- 
dependent metabolic, immunologic or developmental processes. For example, the 
compounds of the present invention can be given to chickens, turkeys, livestock 

20 animals (such as sheep, pigs, horses, cattle, etc.), companion animals (e.g., dogs) or 
may have utility in aquaculture to accelerate growth and improve the protein/fat ratio. 
In addition, these compounds can be administered to humans in vivo as a diagnostic 
tool to directly determine whether the pituitary is capable of releasing growth 
hormone. For example, the compounds of Formula I can be administered in vivo to 

25 children. Serum samples taken before and after such administration can be assayed 
for growth hormone. Comparison of the amounts of growth hormone in each of 
these samples would be a means for directly determining the ability of the patient's 
pituitary to release growth hormone. 

Accordingly, the present invention includes within its scope pharmaceutical 

30 compositions comprising, as an active ingredient, at least one of the compounds of 
Formula I in association with a pharmaceutical^ acceptable carrier. Optionally, the 
pharmaceutical compositions can further compris an anabolic agent in addition to at 
least one of the compounds of Formula I or another compound which exhibits a 
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different activity, e.g., an antibiotic growth permittant or an agent to treat 
osteoporosis or with other pharmaceutical^ active materials wherein the combination 
enhances efficacy and minimizes side effects. 

Growth promoting and anabolic agents include, but are not limited to, TRH, 
5 PTH, diethylstilbesterol, estrogens, (i-agonists t theophylline, anabolic steroids, 
enkephalins, E series prostaglandins, compounds disclosed in U.S. Patent No. 
3,239,345, the disclosure of which is hereby incorporated by reference, e.g., zeranol; 
compounds disclosed in U.S. Patent No. 4,036,979, the disclosure of which is hereby 
incorporated by reference, e.g., sulbenox; and peptides disclosed in U.S. Patent No. 

10 4,41 1 ,890, the disclosure of which is hereby incorporated by reference. 

The growth hormone secretagogues of this invention in combination with 
other growth hormone secretagogues such as the growth hormone releasing 
peptides GHRP-6 and GHRP-1 as described in U.S. Patent No. 4,411,890, the 
disclosure of which is hereby incorporated by reference, and publications WO 

15 89/07110, WO 89/07111 and B-HT920 as well as hexarelin and the newly 
discovered GHRP-2 as described in WO 93/04081 or growth hormone releasing 
hormone (GHRH, also designated GRF) and its analogs or growth hormone and its 
analogs or somatomedins including IGF-1 and IGF-2 or p-adrenergic agonists such 
as clonidine or serotonin 5HTID agonists such as sumitriptan or agents which inhibit 

20 somatostatin or its release such as physostigmine and pyridostigmine, are useful for 
increasing the endogenous levels of GH in mammals. The combination of a GH 
secretagogue of this invention with GRF results in synergistic increases of 
endogenous growth hormone. 

As is well known to those skilled in the art, the known and potential uses of 

25 growth hormone are varied and multitudinous [See "Human Growth Hormone", 
Strobel and Thomas, Pharmacological Reviews, 4S, pg. 1-34 (1994); T. Rosen et 
al M Horm Res, 1995; 43: pp. 93-99; M. Degerblad et al. t European Journal of 
Endocrinology, 1995, 133: pp. 180- 188; J. O. Jorgensen, European Journal of 
Endocrinology. 1994, 130: pp. 224-228; K. C. Copeland et al., Journal of Clinical 

30 Endocrinology and Metabolism, Vol. 78 No. 5, pp. 1040-1047; J. A. Aloi et al M 
Journal of Clinical Endocrinology and Metabolism, Vol. 79 No. 4, pp. 943-949; F. 
Cordido et al., Metab. Clin. Exp., (1995), 44(6), pp. 745-748; K. M. Fairhall et al., J. 
End crin I., (1995), 145(3), pp. 417-426; RM. Frieboes et al., 
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Neuroendocrinology, (1995), 61(5), pp. 584-589; and M. Llovera et al. ( Int. J. 
Cancer (1995), 61(1), pp. 138-141]. Thus, the administration of the compounds of 
this invention for purposes of stimulating the release of endogenous growth hormone 
can have the same effects or uses as growth hormone itself. These varied uses of 

5 growth hormone may be summarized as follows: stimulating growth hormone 
release in elderly humans; treating growth hormone deficient adults; preventing 
catabolic side effects of glucocorticoids, treating osteoporosis, stimulating the 
immune system, acceleration of wound healing, accelerating bone fracture repair, 
treating growth retardation, treating congestive heart failure as disclosed in PCT 

10 publications WO 95/28173 and WO 95/28174 (an example of a method for assaying 
growth hormone secretagogues for efficacy in treating congestive heart failure is 
disclosed in R. Yang et al., Circulation, Vol. 92, No. 2, p.262, 1995), treating acute 
or chronic renal failure or insufficiency, treatment of physiological short stature, 
including growth hormone deficient children, treating short stature associated with 

15 chronic illness, treating obesity, treating growth retardation associated with Prader- 
Willi syndrome and Turner's syndrome; accelerating the recovery and reducing 
hospitalization of burn patients or following major surgery such as gastrointestinal 
surgery; treating intrauterine growth retardation, skeletal dysplasia, hypercortisonism 
and Cushings syndrome; replacing growth hormone in stressed patients; treating 

20 osteochondrodysplasias, Noonans syndrome, sleep disorders, Alzheimer's disease, 
delayed wound healing, and psychosocial deprivation; treating of pulmonary 
dysfunction and ventilator dependency; attenuating protein catabolic response after 
a major operation; treating malabsorption syndromes, reducing cachexia and protein 
loss due to chronic illness such as cancer or AIDS; accelerating weight gain and 

25 protein accretion in patients on TPN (total parenteral nutrition); treating 
hyperinsulinemia including nesidioblastosis; adjuvant treatment for ovulation 
induction and to prevent and treat gastric and duodenal ulcers; stimulating thymic 
development and preventing age-related decline of thymic function; adjunctive 
therapy for patients on chronic hemodialysis; treating immunosuppressed patients 

30 and enhancing antibody response following vaccination; improving muscle strength, 
increasing muscle mass, mobility, maintenance of skin thickness, metabolic 
home stasis, renal h meostasis in the frail elderly; stimulating ost oblasts, bone 
remodelling, and cartilag growth; treating neurological diseases such as peripheral 
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and drug induced neuropathy, Guillian-Barre Syndrome, amyotrophic lateral 
sclerosis, multiple sclerosis, cerebrovascular accidents and demyelinating diseases; 
stimulating the immune system in companion animals and treating disorders of aging 
in companion animals; growth promotant in livestock; and stimulating wool growth in 

5 sheep. 

It will be known to those skilled in the art that there are numerous compounds 
now being used in an effort to treat the diseases or therapeutic indications 
enumerated above. Combinations of these therapeutic agents, some of which have 
also been mentioned above, with the growth promotant, exhibit anabolic and 

10 desirable properties of these various therapeutic agents. In these combinations, the 
therapeutic agents and the growth hormone secretagogues of this invention may be 
independently and sequentially administered or co-administered in dose ranges from 
one one-hundredth to one times the dose levels which are effective when these 
compounds and secretagogues are used singly. Combined therapy to inhibit bone 

15 resorption, prevent osteoporosis, reduce skeletal fracture, enhance the healing of 
bone fractures, stimulate bone formation and increase bone mineral density can be 
effectuated by combinations of bisphosphonates and the growth hormone 
secretagogues of this invention, see PCT publication WO 95/11029 for a discussion 
of combination therapy using bisphosphonates and GH secretagogues. The use of 

20 bisphosphonates for these utilities has been reviewed, for example, by Hamdy, 
NAT., Role of Bisphosphonates in Metabolic Bone Diseases, Trends in 
Endocrinol. Metab., 1993, 4, pages 19-25. Bisphosphonates with these utilities 
include but are not limited to alendronate, tiludronate, dimethyl-APD, risedronate, 
etidronate, YM-175, clodronate, pamidronate, and BM-2 10995 (ibandronate). 

25 According to their potency, oral daily dosage levels of the bisphosphonate of 
between 0.1 mg and 5 g and daily dosage levels of the growth hormone 
secretagogues of this invention of between 0.01 mg/kg to 20 mg/kg of body weight 
are administered to patients to obtain effective treatment of osteoporosis. 

The compounds of this invention may be combined with a mammalian estrogen 

30 agonist/antagonist. Any estrogen agonist/antagonist may be used as the second 
compound of this invention. The term estrogen agonist/antagonist refers to 
compounds which bind with the estrogen receptor, inhibit bone turnover and prevent 
bone loss. In particular, estrogen agonists are herein defined as chemical compounds 
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capable of binding to the estrogen receptor sites in mammalian tissue, and mimicking 
the actions of estrogen in one or more tissue. Estrogen antagonists are herein defined 
as chemical compounds capable of binding to the estrogen receptor sites in 
mammalian tissue, and blocking the actions of estrogen in one or more tissues. Such 

5 activities are readily determined by those skilled in the art according to standard 
assays including estrogen receptor binding assays, standard bone histomorphometric 
and densitometer methods (see Eriksen E.F. et al. ( Bone Histomorphometry, Raven 
Press, New York, 1994, pages 1-74; Grier S J. et. a!., The Use of Dual-Energy X-Ray 
Absorptiometry In Animals, Inv. Radiol., 1996, 31(1):50-62; Wahner H.W. and 

10 Fogelman l. ( The Evaluation of Osteoporosis: Dual Energy X-Ray Absorptiometry in 
Clinical Practice., Martin Dunitz Ltd., London 1994, pages 1-296). A variety of these 
compounds are described and referenced below, however, other estrogen 
agonists/antagonists will be known to those skilled in the art. A preferred 
estrogen agonist/antagonist is droloxifene: (phenol, 3-[1-[4[2-(dimethylamino)ethoxy]- 

15 pheny!]-2-phenyl-1-butenyl]- ( (E)-) and associated compounds which are disclosed in 
U.S. patent 5,047,431 (the disclosure of which is hereby incorporated by reference). 

Another preferred estrogen agonist/antagonist is tamoxifen: (ethanamine t 2-[-4- 
(1 ,2-diphenyl-1 -butenyl)phenoxy]-N,N-dimethyl, (Z)-2-, 2-hydroxy-1 ,2,3-propanetri- 
carboxylate (1:1)) and associated compounds which are disclosed in U.S. patent 

20 4,536,516 (the disclosure of which is hereby incorporated by reference). Another 
related compound is 4-hydroxy tamoxifen which is disclosed in U.S. patent 4,623,660 
(the disclosure of which is hereby incorporated by reference). 

Another preferred estrogen agonist/antagonist is raloxifene: (methanone, [6- 
hydroxy-2-(4-hydroxyphenyl)benzo[blthien-3-yl][4-[2-(1-piperidinyl)ethoxy]phenyl]- 

25 .hydrochloride) and associated compounds which are disclosed in U.S. patent 
4,418,068 (the disclosure of which is hereby incorporated by reference). 

Another preferred estrogen agonist/antagonist is idoxifene: Pyrrolidine, 1-[-[4- 
[[ 1 -(4-iodophenyl)-2-pheny 1-1 -Butenyl]phenoxy]ethy I] and associated compounds 
which are disclosed in U.S. patent 4,839,155 (the disclosure of which is hereby 

30 incorporated by reference). 

Other preferred estrogen agonist/antagonists include compounds as described 
in commonly assigned U.S. patent no. 5,552,412 the disclosure of which is hereby 
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incorporated by reference. Especially preferred compounds which are described 

therein are: 

c/s-6-(4-fluoro-phenyl)-5-[4-(2-piperidin-1-yl-ethoxy)-ph 
naphthalene-2-ol; 
5 (-)-c/s-6-phenyl-5^4-(2-pyrrol^ 
naphthalene-2-ol; 

c/s-6-phenyl-5-[4-(2-pyrrolidi^^ 
naphthalene- 2-ol; 

c/s-l-fe-pyrrolodinoethoxy-a'-pyridylj^-phenyl-e-hydroxy-l^^^- 
1 0 tetrahydronaphthalene; 

1-(4'-pyrrolidinoethoxyphenyl)-2-(4 ,, -fluorophenyl)-6-hydroxy-1 t 2 ( 3,4- 
tetrahydroisoquinoline; 

c/s-6-(4-hydroxyphenyl)-5-[4-(2-piperidin-1-yl-ethoxy)-phenyi]-5,6 t 7,8-- 
tetrahydro-naphthalene-2-ol; and 

1 5 1 -(4'-pyrroiidinolethoxyphenyl)-2-phenyl-6-hydroxy-1 ,2,3,4- 

tetrahydroisoquinoline. 

Other estrogen agonist/antagonists are described in U.S. Patent 4,133,814 (the 
disclosure of which is hereby incorporated by reference). U.S. Patent 4,133,814 
discloses derivatives of 2-phenyl-3-aroyl-benzothiophene and 2-phenyl-3- 
20 aroylbenzothiophene- 1 -oxide. 

The following paragraphs provide preferred dosage ranges for various anti- 
resorptive agents. 

The amount of the anti-resorptive agent to be used is determined by its activity 
as a bone loss inhibiting agent. This activity is determined by means of an individual 
25 compound's pharmacokinetics and its minimal maximal effective dose in inhibition of 
bone loss using a protocol such as those referenced above. 

In general an effective dosage for the activities of this invention, for example 
the treatment of osteoporosis, for the estrogen agonists/antagonists (when used in 
combination with a compound of Formula I of this invention) is in the range of 0.01 to 
30 200 mg/kg/day, preferably 0.5 to 100 mg/kg/day. 

In particular, an effective dosage for droloxifene is in the range of 0.1 to 40 
mg/kg/day, preferably 0.1 to 5 mg/kg/day. 



WO 97/24369 



PCMB96/01353 



-42- 

ln particular, an effective dosage for raloxifene is in the range of 0.1 to 100 

mg/kg/day, preferably 0.1 to 10 mg/kg/day. 

In particular, an effective dosage for tamoxifen is in the range of 0.1 to 100 
mg/kg/day, preferably 0.1 to 5 mg/kg/day. 
5 In particular, an effective dosage for 

c/s-6-(4-fluoro-phenyl)-5-[4^ 
naphthalene-2-ol; 

(-)-c/s-6-phenyl-544-(2-pyrrolidin-1^ 
naphthalene-2-ol; 

10 c/s-6-phenyl-5-[4-(2-pyrrolidin-1-yl-ethoxy)-phenyl]-5,6,7,8-tetrahydro- 
naphthalene-2-ol; 

c/s-l-IS-pyrrolodinoethoxy-S'-pyridylJ^-phenyl-e-hydroxy-l ,2,3,4- 
tetrahydronaphthalene; 

1-(4'-pyrrolidinoethoxyphenyl)-2-(4 ,, -fluorophenyl)-6-hydroxy-1 ,2,3,4- 

1 5 tetrahydroisoquinoline; 

c/s-5-(4-hydroxyphenyl)-5-[4-(2-piperidin-1-yl-ethoxy)-phenyl]-5,6,7,8- 

tetrahydro-naphthalene-2-oi; or 

1 -(^-pyrrolidinolethoxyphenyO^-phenyl-e-hydroxy-l ,2,3,4- 
tetrahydroisoquinoline is in the range of 0.0001 to 100 mg/kg/day, preferably 0.001 to 
20 10 mg/kg/day. 

In particular, an effective dosage for 4-hydroxy tamoxifen is in the range of 
0.0001 to 100 mg/kg/day, preferably 0.001 to 10 mg/kg/day. 

Compounds that have the ability to stimulate GH secretion from cultured rat 
pituitary cells are identified using the following protocol. This test is also useful for 
25 comparison to standards to determine dosage levels. Cells are isolated from 
pituitaries of 6-week old male Wistar rats. Following decapitation, the anterior 
pituitary lobes are removed into cold, sterile Hank's balanced salt solution without 
calcium or magnesium (HBSS). Tissues are finely minced, then subjected to two 
cycles of mechanically assisted enzymatic dispersion using 10 U/mL bacterial 
30 protease (EC 3.4.24.4, Sigma P-6141) in HBSS. The tissue-enzyme mixture is 
stirred in a spinner flask at 30 rpm in a 5% CO2 atmosphere at about 37°C for about 
30 min, with manual trituration after about 15 min and about 30 min using a 10-mL 
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pipet. This mixture is centrifuged at 200 x g for about 5 min. Horse serum is added 
to the supernatant to neutralize excess protease. The pellet is resuspendcd in fresh 
protease, stirred for about 30 min more under the previous conditions, and manually 
triturated, ultimately through a 23-gauge needle. Again, horse serum is added, then 
5 the cells from both digests are combined, pelleted (200 x g for about 15 min), 
washed, resuspended in culture medium and counted. Cells are plated at 6.0- 
6.5x1 0 4 cells per cm 2 in 48-well Costar dishes and cultured for 3-4 days in 
Dulbecco's Modified Eagle Medium (D-MEM) supplemented with 4.5 g/L glucose, 
10% horse serum, 2.5% fetal bovine serum, 1% non-essential amino acids, 100 

10 U/ml nystatin and 50 mg/mL gentamycin sulfate before assaying for GH secretion. 

Just prior to assay, culture wells are rinsed twice, then equilibrated for about 
30 minutes in release medium (D-MEM buffered with 25 mM Hepes, pH 7.4 and 
containing 0.5% bovine serum albumin at 37°C). Test compounds are dissolved in 
DMSO, then diluted into pre-warmed release medium. Assays are run in 

15 quadruplicate. The assay is initiated by adding 0.5 mL of release medium (with 
vehicle or test compound) to each culture well. Incubation is carried out at about 
37°C for about 15 minutes, then terminated by removal of the culture medium, which 
is centrifuged at 2000 x g for about 15 minutes to remove cellular material. Rat 
growth hormone concentrations in the supernatants are determined by a standard 

20 radioimmunoassay protocol using a rat growth hormone reference preparation 
(NIDDK-rGH-RP-2) and rat growth hormone antiserum raised in monkey (NIDDK- 
anti-rGH-S-5) obtained from Dr. A. Parlow (Harbor-UCLA Medical Center, Torrence, 
CA). Additional rat growth hormone (1.5U/mg, #G2414, Scripps Labs, San Diego, 
CA) is iodinated to a specific activity of approximately 30 pCi/Mg by the chloramine T 

25 method for use as tracer. Immune complexes are obtained by adding goat 
antiserum to monkey IgG (Organon Teknika, Durham, NC) plus polyethylene glycol, 
MW 10,000-20,000 to a final concentration of 4.3%; recovery is accomplished by 
centrtfugation. This assay has a working range of 0.08-2.5 (jg rat growth hormone 
per tube above basal levels. Active compounds typically stimulate growth hormone 

30 release by greater than 1.4 fold. Reference: Cheng, K. ( Chan, W.-S., Barreto, Jr., 
A., Convey, E.M., Smith, R.G. 1989. 
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Assay for Exogenously-Stimulated Grow th Hormone Release in the Rat after 
Intravenous Administration of Test C ompounds 

Twenty-one day old female Sprague-Dawley rats (Charles River Laboratory, 
Wilmington, MA) are allowed to acclimate to local vivarium conditions (24 °C r 12 hr 
5 light, 12 hr dark cycle) for approximately 1 week before compound testing. All rats 
are allowed access to water and a pelleted commercial diet (Agway Country Food, 
Syracuse NY) ad libitum. The experiments are conducted in accordance with the 
NIH Guide for the Care and Use of Laboratory Animals. 

On the day of the experiment, test compounds are dissolved in vehicle 

10 containing 1% ethanol, 1mM acetic acid and 0.1% bovine serum albumin in saline. 
Each compound is tested with n=3. Rats are weighed and anesthetized via 
intraperitoneal injection of sodium pentobarbital (Nembutal, 50 mg/kg body weight). 
Fourteen minutes after anesthetic administration, a blood sample is taken by nicking 
the tip of the tail and allowing the blood to drip into a microcentrifuge tube (baseline 

15 blood sample, approximately 100 pi). Fifteen minutes after anesthetic 
administration, test compound is delivered by intravenous injection into the tail vein, 
with a total injection volume of 1 ml/kg body weight. Additional blood samples are 
taken from the tail at 5 t 10 and 15 minutes after compound administration. Blood 
samples are kept on ice until serum separation by centrifugation (1430xg for 10 

20 minutes at 10°C). Serum is stored at -80°C until serum growth hormone 
determination by radio-immunoassay as described above and below. 
Assessment of Exogenouslv-St imulated Growth Hormone Release in the Doa after 

Oral Administration 

On the day of experimentation, the test compound is weighed out for the appropriate 
25 dose and dissolved in water. Doses are delivered at a volume of 0.5 ml/kg by 
gavage to 4 dogs for each dosing regimen. Blood samples (2 ml) are collected from 
the jugular vein by direct vena puncture pre-dose and at 0.08, 0.17, 0.25, 0.5, 0.75, 
1, 2, 4, 6, and 8 hours post dose using 2 ml vacutainers containing lithium heparin. 
The prepared plasma is stored at -20 °C until analysis. 
30 Measurement of Canine Growth Hormone 

Canine growth hormone concentrations are determined by a standard 
radioimmunoassay protocol using canine growth hormone (antigen for iodination and 
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reference preparation AFP-1983B) and canine growth hormone antiserum raised in 
monkey (AFP-21452578) obtained f r0 m Dr. A. Pnrlow (l-hr^-UCLA Med ; c-! 
Center, Torrence, CA). Tracer is produced by chioramine T-iodination or cdnine 
growth hormone to a specific activity of 20-40 pCi/pg. Immune complexes are 
5 obtained by adding goat antiserum to monkey IgG (Organon Teknika, Durham, NC) 
plus polyethylene glycol, MW 10,000-20,000 to a final concentration of 4.3%; 
recovery is accomplished by centrifugation. This assay has a working range of 0.08- 
2.5 pg canine GH/tube. 

The compounds of this invention can be administered by oral, parenteral 
10 (e.g., intramuscular, intraperitoneal, intravenous or subcutaneous injection, or 
implant), nasal, vaginal, rectal, sublingual, or topical routes of administration and can 
be formulated with pharmaceutical^ acceptable carriers to provide dosage forms 
appropriate for each route of administration. 

Solid dosage forms for oral administration include capsules, tablets, pills, 
15 powders and granules. In such solid dosage forms, the active compound is admixed 
with at least one inert pharmaceutical^ acceptable carrier such as sucrose, lactose, 
or starch. Such dosage forms can also comprise, as is normal practice, additional 
substances other than such inert diluents, e.g., lubricating agents such as 
magnesium stearate. In the case of capsules, tablets and pills, the dosage forms 
20 may also comprise buffering agents. Tablets and pills can additionally be prepared 
with enteric coatings. 

Liquid dosage forms for oral administration include pharmaceutical^ 
acceptable emulsions, solutions, suspensions, syrups, the elixirs containing inert 
diluents commonly used in the art, such as water. Besides such inert diluents, 
25 compositions can also include adjuvants, such as wetting agents, emulsifying and 
suspending agents, and sweetening, flavoring and perfuming agents. 

Preparations according to this invention for parenteral administration include 
sterile aqueous or non-aqueous solutions, suspensions, or emulsions. Examples of 
non-aqueous solvents or vehicles are propylene glycol, polyethylene glycol, 
30 vegetable oils, such as olive oil and corn oil, gelatin, and injectable organic esters 
such as ethyl oleate. Such dosage forms may also contain adjuvants such as 
preserving, wetting, emulsifying, and dispersing agents. They may be sterilized by, 
for example, filtration through a bacteria-retaining filter, by incorporating sterilizing 
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agents into the compositions, by irradiating the compositions, or by heating the 
ccMi^-itions. T;,w/ ^un also I .r/jcLr^J the f;rr - f ■* 
compositions which can be dissolved in sterile water, or some other sterile injectable 
medium immediately before use. 

5 Compositions for rectal or vaginal administration are preferably suppositories 

which may contain, in addition to the active substance, excipients such as coca 
butter or a suppository wax. 

Compositions for nasal or sublingual administration are also prepared with 
standard excipients well known in the art. 

10 The dosage of active ingredient in the compositions of this invention may be 

varied; however, it is necessary that the amount of the active ingredient be such that 
a suitable dosage form is obtained. The selected dosage depends upon the desired 
therapeutic effect, on the route of administration, and on the duration of the 
treatment. Generally, dosage levels of between 0.0001 to 100 mg/kg of body weight 

15 daily are administered to humans and other animals, e.g., mammals, to obtain 
effective release of growth hormone. 

A preferred dosage range is 0.01 to 5.0 mg/kg of body weight daily which can 
be administered as a single dose or divided into multiple doses. 

The preparation of the compounds of Formula I of the present invention can 

20 be carried out in sequential or convergent synthetic routes. Syntheses detailing the 
preparation of the compounds of Formula 1 in a sequential manner are presented in 
the reaction schemes shown hereinbelow. 

Many protected amino acid derivatives are commercially available, where the 
protecting groups Prt f Z 100 and Z 200 are, for example, BOC. CBZ, benzyl, 

25 ethoxycarbonyl groups, CF 3 C(0)-, FMOC, TROC, trityl or tosyL Other protected 
amino acid derivatives can be prepared by literature methods. Some 3-oxo-2- 
carboxyl pyrrolidines, and 4-oxo-3-carboxyl piperidines are commercially available, 
and many other related pyrrolidines and 4-substituted piperidines are known in the 
literature. 

30 Many of the schemes illustrated below describe compounds which contain 

protecting groups Prt, Z 100 or Z 200 . Benzyloxycarbonyl groups can be removed by a 
number of methods including, catalytic hydrog nation with hydrogen in the pres nee 
of a palladium or platinum catalyst in a protic solvent such as methanol. Preferred 
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catalysts are palladium hydroxide on carbon or palladium on carbon. Hydrogen 

p TP c c; t j roc; ffnm 1-1 HHH p(;j pp|^ w u ~* n mnlov/rs ^f- pr^^'Mror, from 1Q £q 70 PC~i 3 TO 

preferred. Alternatively, the benzyioxycarbonyi group can be removed by fcaiiafur 
hydrogenation. 

5 Removal of BOC protecting groups can be carried out using a strong acid 

such as trifluoroacetic acid or hydrochloric acid with or without the presence of a 
cosolvent such as dichloromethane, ethyl acetate, ether or methanol at a 
temperature of about -30 to 70°C, preferably about -5 to about 35°C. 

Benzyl esters of amines can be removed by a number of methods including, 
10 catalytic hydrogenation with hydrogen in the presence of a palladium catalyst in a 
protic solvent such as methanol. Hydrogen pressures from 1-1000 psi may be 
employed; pressures from 10 to 70 psi are preferred. The addition and removal of 
these and other protecting groups are discussed by T. Greene in Protective Groups 
in Organic Synthesis, John Wiley & Sons, New York, 1981. 
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SCHEME 1 
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R 4 X 4 0 R 8 
R 3^_ N _IL R 6. N . H 

CO 
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0 
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SCHEME 1: The protected amino acid derivatives 1 are in many cases commercially 
5 available, where the protecting group Prt is, for example, BOC, FMOC or CBZ 
groups. Other amino acids can be prepared by literature methods. 

As illustrated in Scheme 1, coupling of amines of formula 2 with protected 
amino acids of formula 1 , where Prt is a suitable protecting group, is conveniently 
earned out in an inert solvent such as dichloromethane or DMF by a coupling 
10 reagent such as EDC or DCC in the presence of HOBT or HOAT. In the case where 
the amine is present as the hydrochloride salt, it is preferable to add one or two 
equivalents of a suitable bas such as triethylamine to the reaction mixture. 
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10 



Alternatively, the coupling can be effected with a coupling reagent such as BOP in an 
inert solvent such as methanol. Such coupling reactions are generally conducted at 
temperatures of about -30° to about 80°C, preferably -10° to about 25X. For a 
discussion of other conditions used for coupling peptides see Houben-Weyl, Vol. 
XV, part II, E. Wunsch, Ed., George Theime Verlag, 1974, Stuttgart. Separation of 
unwanted side products and purification of intermediates is achieved by 
chromatography on silica gel, employing flash chromatography (W. C. Still, M. Kahn 
and A. Mitra, J. Org. Chem. 43 2923 1978), by crystallization or by trituration. 

Transformation of the compound of formula 3 into intermediates of formula 4 
can be carried out by removal of the protecting group Prt as described above. 
Coupling of intermediates of formula 4 to amino acids of formula 5 can be effected 
as described above to give intermediates of formula 6. Deprotection of the amine 6 
affords compounds of formula 7. 

SCHEME 2 



R 4 X 4 
R 3 -|-N-Prt 
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SCHEME 2: Alternatively, compounds of formula 7 can be prepared by a 
convergent route as shown in Scheme 2. Intermediate esters of formula 8 con bo 
prepared by treating amino acids 1, where Prt is a suitable protecting group, with a 
base such as potassium carbonate followed by an alkyl halide such as iodomethane 

5 in a suitable solvent such as DMF. Deprotection of the amine transforms 8 into 9. 
Alternatively, many amino acids of formula 9 are comrnei dally available. 
Intermediate 10 is generated by coupling 9 to amino acid 5. The ester of 
intermediate 10 can be converted to intermediate acid 11 by a number of methods 
known in the art; for example, methyl and ethyl esters can be hydrolyzed with lithium 

10 hydroxide in a protic solvent such as aqueous methanol or aqueous THF at a 
temperature of about -20° to 120°C, preferably about 0° to SOX. In addition, 
removal of a benzyl group can be accomplished by a number of reductive methods 
including hydrogenation in the presence of platinum or palladium catalyst in a protic 
solvent such as methanol. Acid 11 can then be coupled to amine 2 to give 

15 intermediates of formula 6. Transformation of 6 to 7 can be achieved by removal of 
the protecting group Z 200 . 



SCHEME 3 
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SCHEME 3: The esters of formula 6 can be converted to intermediate acids of 
formula 13 by a number of methods known in the art; for example, methyl npd ethyl 
es'ers can be hydrolyzed with lithium hydroxide in a protic solvent such as aqueous 
methanol or aqueous THF at a temperature of about -20° to 12CTC, preferably about 
5 0° to 50°C. In addition, removal of a benzyl group can be accomplished by a number 
of reductive methods including hydrogenation in the presence of platinum or 
palladium catalyst in a protic solvent such as methanol. Coupling the acid 13 to 
amine 16 generates the intermediates of formula 14. Transformation of 14 to 15 can 
be achieved by removal of the protecting group Z 200 
10 SCHEME 4 



o 

HO-N' "I R 8 



R 6_ N _ Z 200 



R 4 X 4 
R 3 -j-N-H 



COOH 

R 8 O CO j R 4 X 4 0 R 8 

HOOC-F^-N-Z 200 ** 9 >■ R 3 4-N- U -R a -N-Z 200 

COOH 

o=Q=o 

5 n 11 

SCHEME 4: Esters of formula 17 can be prepared by treating an acid of formula 5 
with hydroxysuccinimide in the presence of a coupling agent such as EDC in an inert 
solvent such as methylene chloride as illustrated in Scheme 4. Treatment of an 
15 ester 17 with an amino acid of formula 1 in a solvent such as dioxane, THF or DMF 
in the presence of a base such as diisopropylethylamine produces 11. 

SCHEME 5 




HO 

O 



18 19 20 
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SCHEME 5: As illustrated in Scheme 5, afkylation of the diphenyloxazinone of 

formula 18 with cinnamyl bromide in the presence; of sodium b::(!r ; ^ !K y<r r V)^ : ' J ~ 
generates 19 which is then converted to the desired (D)-2-amino-5-phenyipcn!-vic:c 
acid 20 by removing the protecting group (Prt) and hydrogenation over a PJCI2 
5 catalyst. 

S CHE ME 6 




28 

SCHEME 6: Treatment of an ester of formula 21 with a base such as sodium 
hydride in a solvent such as DMF followed by an alkyl halide 22 generates a 
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compound of formula 23 as illustrated in Scheme 6. Treating a compound of formula 

23 with a hydrazine of formula 24 sv r ^ ^~ hyr?r-»-nne» nr m^thyi-hy'^-* 1 ^ n 
such as rpfluyinn Rthanol, followed ty — ~ fw i;,kj ti.j r^;j.. _ i,, 
toluene at temperatures at or near reflux results in a compound of formula 25. 
5 Alternatively, 23 can be treated with a salt of a hydrazine in the presence of sodium 
acetate in refluxing ethano! to give 25. Deprotection of the amine generates a 
compound of formula 28. Thioamides of formula 26 can be formed by treating 25 
with Lawesson's reagent in refluxing toluene or benzene. Removal of the protecting 
group transforms 25 into 27. 
10 SCHEME 7 



R 2 




25 28 



SCHEME 7: Treatment of a compound of formula 21 with a hydrazine of formula 24 
in a solvent such as refluxing ethanol, followed by concentration and heating the 
residue in toluene at temperatures at or near reflux results in compounds of formula 
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29. Alternatively, 21 can be treated with a salt of a hydrazine in the presence of 

juoiUiii t-wiviJ Hi ItiiU/MiiLj tlilJi.M ^ ^ „ 7 ^ ** * ' - - < . . 

treated with a base such as sodium hydride in a solvent such as DMF f ."^wed by on 
aikyl halide to give 25. Deprotection uf ;he amine generates a cc;r. f J formula 
5 28. 

SCHEME 8 



0 O NH 2 
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SCHEME 8: Reaction of a ketoester of formula 30 with a chira! amine such as 

of a vinyl ketoester of formula 31 with a chiral amine such as alpha- 

mirlhv'bcnrylarnine with a suit." 1. ; - \?- u y r,r ! such as forrp: • ■ \ • ff 3 
5 compound of formula 32 via a double Mannich reaction. Reaction of 32 with a 
hydrazine generates a chiral compound of formula 33. Deprotection of the nitrogen 
with hydrogen and a suitable catalyst such as palladium affords compounds of 
formula 3^ 
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S CHE M E 9 
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SCHEME 9: Treatment of a compound of formula 81 with a reducing agent such as 
sodium borohydride and protection of the nitrogen affords a compound of fo r rr"h 82. 
Protection of the alcohol affords 83. Saponification of the ester affords a cj:,, t . jund 
of formuh 8-1. Reaction of 84 w;!h ihlcry! chloride followed by \:zz{ t with 
5 diazomethane affords the homologated acid of formula 85. Esterification of 85 
affords a compound of formula 86, which is O-deprotected to give 87. Oxidation of 
87 affords a ketone of formula 88. Reaction of 88 with a hydrazine, followed by 
nitrogen deorotection affords a compound of formula 44. 

SCHEME 10 




35 36 37 

SCHEME 10: Treatment of a compound of formula 35 with a base such as sodium 
hydride in a solvent such as DMF followed by treatment with diethy [carbonate 
generates the ethyl ester of compound 36. Deprotection of the amine transforms 36 
into 37. 
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40 

SCHEME 11: Treatment of a malonic ester of formula 38 with a base such as 
sodium hydride in a solvent such as DMF and subsequent hydrogenolysis of the 
5 benzyl group with hydrogen and a catalyst such as palladium in a suitable solvent 
such as methanol produces the ester of formula 39. Deprotection of the amine 
generates compounds of formula 40. 
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SCHEME 12 




42 



1. Br' 



2. H + 



fc C02R 




43 



44 




45 



SCHEME 12: Treatment of a ketone of formula 41 with a secondary amine such as 
piperidine in a suitable solvent such as benzene with removal of water affords an 
enamine of formula 42. Alkylation of the enamine with an alpha-haloester such as 
ethylbromoacetate in a suitable solvent such as benzene or THF using a suitable 
base such as LDA or NaN(SiMe 3 ) 2 affords a ketoester of formula 43. Reaction with 
a hydrazine of formula 24 affords the compound of formula 44. Deprotection of the 
nitrogen affords compounds of formula 45. 
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SCHEME13 




47 48 
Scheme 13: Treatment of a ketoester of formula 37 with an iodonium salt such as 
diphenyliodonium trifluoroacetate in a suitable solvent such as t-butanol generates a 
5 ketoester of formula 46. Reaction of 46 with a hydrazine generates a compound of 
formula 47. Deprotection of the nitrogen affords compounds of formula 48, see 
Synthesis, (9), 1984 p. 709 for a detailed description. 
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SCHEME 14 




50 51 
SCHEME 14: Treatment of a ketoester of formula 37 with an olefin such as 
acrylonitrile generates a ketoester of formula 49. Reaction of 49 with a hydrazine 

5 generates a compound of formula 50. Deprotection of the nitrogen affords 
compounds of formula 51. 



WO 97/24369 



PCT/IB96/01353 




WO 97/24369 



PCMB96/01353 



-63- 

SCHEME 15: Treatment of a ketoester of formula 37 with ally! bromide and a 
suitable base such as sodium hydride in a suitable solvent such as DMF affords a 
ketoester of formula 52. Reaction of ZZ witf, c hydrazine generals u J> 

formula 53. Ozono!y-;3 of 53 in a suitable ^ch as wi.L.i^w 

5 followed by treatment with a reducing agent such as dimethyUuifide affords an 
aldehyde of formula 54. Oxidation of 54 affords a carboxylic acid of formula 55. 
Curtius rearrangement of 55, followed by hydrolysis of the intermediate isocyanate 
affords a primary amine of formula 56. Treatment of a compound of formula 56 with 
- :>'>-o ^'^ or corhB'V^ -iff.).;.-. > ;,- yj jf fc.-.vjto IT. C^^jzI^i o: ^ 
10 nitrogen affords compounds of formula 58. 
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SCHEME 16 
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62 



SCHEME 16: Treatment of a compound of formula 54 with a primary amine affords 
an imine of formula 59. Reduction of a compound of formula 59 affords a compound 
5 of formula 60. Treatment of a compound of formula 60 with an acylating agent 
affords a compound of formula 61. Deprotection of the nitrogen affords compounds 
of formula 62. 
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SCHEME 17 



/ / 




64 65 
SCHEME 17: Treatment of a compound of formula 54 with a reducing agent such as 
sodium borohydride affords a compound of formula 63. Reaction of 63 with an 
5 acylating agent such as an isocyanate or carbamate affords compounds of formula 
64. Deprotection of the nitrogen affords compounds of formula 65. 
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SCHEME 18 

R 2 

/ 




SCHEME 18: Treatment of a compound of formula 63 with a phosphine such as 
triphenyl phosphine and an azo compound such as diethylazodicarboxylate and an 
5 oxindole affords a compound of formula 66. Deprotection of the nitrogen affords the 
compound of formula 67. 
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71 

SCHEME 19: Treatment of a ketoester of formula 37 with a chiral diol and acid 
catalyst with removal of water in a suitable solvent such as benzene affords a chiral 
5 ketal of formula 68. Alkylation of 68 with an alkyl halide in the presence of a base 
such as LDA followed by acid-catalyzed hydrolysis of the ketal affords chiral 
ketoesters of formula 69. R action of 69 with a hydrazin generates chiral 
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compounds of formula 70. Deprotection of the nitrogen affords compounds of 
formula 71. 

SCHEME 20 




1. Base 



3.H + 



71 

5 SCHEME 20: Treatment of a ketoester of formula 37 with a chiral amino acid ester 
such as valine t-butyl ester affords a chiral enamine of formula 72. Alkylation of 72 
with an alkyl halide in the presence of a base such as LDA followed by acid- 
catalyzed hydrolysis of the enamine affords chiral ketoesters of formula 69. 
Reaction of 69 with a hydrazine generates chiral compounds of formula 70. 

1 0 Deprotection of the nitrogen affords compounds of formula 71 . 
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SCHEME 21 




chirai acid 



71 

SCHEME 21: Deprotection of the nitrogen of 25 affords compounds of formula 28. 
Salt formation of 28 with a chirai acid affords a mixture of diastereomeric salts of 
5 formula 73. Crystallization of the diastereomeric salts affords the acid salt of chirai 
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compounds of formula 70. Decomposition of the salt 70 with base liberates chira! 
compounds of formula 71. 

SCH EME 2 2 

R 2 R 2 




75 

74 



5 SCHEME 22: Alkylation of compounds of formula 25 with an allylic acetate in the 
presence of a suitable catalyst such as palladium tetrakis(triphenylphosphine) affords 
compounds of formula 74. Deprotection of the nitrogen affords compounds of 
formula 75, see Tetrahedron (50) p. 515, 1994 for a detailed discussion. 
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SCHEME 73. 



1. base, PJX 

2. acid 

3. CH 3 I, base 
(R 1 = benzyl) 



0 



77 



.R 1 



CO, Me 



R 1 




N 



COjMe 



Ph 



78 



R2 




79 




80 

SCHEME 23: Treatment of a ketodiester of formula 76 with an alkyl halide in the 
presence of a base such as sodium hydride followed by acid-catalyzed hydrolysis 
and decarboxylation, followed by esterification with methyliodide and a suitable base 
affords a compound of formula 77. Reaction of a compound of formula 77 with a 
suitable aldehyde such as formaldehyde and benzylamine affords a compound of 
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formula 78. Reaction of a compound of formula 73 with a hydrazine generates chiral 
compounds of formula 79. Deprotection of the nitrogen affords compounds of 
formula 80. 



SCH EME 2 4 




SCHEME 24: Treatment of an amine of formula 23 with an acid of formula 11 in an 
inert solvent such as dichloromethane or DMF by a coupling reagent such as EDC or 
DCC in the presence of HOBT affords compounds of formula 89. Reaction of 
10 compounds of formula 89 with a hydrazine generates compounds of formula 6. 
Deprotection of the nitrogen affords compounds of formula 7. 
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SX1HEME_25 
0 0 0 0 




96 28 
SCHEME 25: Treatment of a hydroxyacetoacetate ester of formula 90 with an alkyl 
halide in the presence of a suitable base such as sodium hydride affords 
5 compounds of formula 91. Reaction of 91 with a hydrazine generates compounds 
of formula 92. O-Alkylation of the carbonyl oxygen of 92 affords 93 which is 
converted to the halide 94. Displacement of the halide X by cyanide ion affords the 
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nitrile 95.* Reduction of 95 gives the primary amine 96 which is depro!oc!?d and 
cyclized in the presence of formaldehyde to afford 28. 




Boc 



99 100 

5 SCHEME 26: Treatment of a beta-keto-protected aminovalerate such as 97 with an 
alkyl halide in the presence of a suitable base such as sodium hydride affords 
compounds of formula 98. Reaction of compounds of formula 98 with a hydrazine 
generates compounds of formula 99. Deprotection of compounds of formula 99 
affords primary amines of formula 100. Cyclization of compounds of formula 100 in 

1 0 the presence of formaldehyde affords compounds of formula 28. 
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SCHEME 27; Treatment of the amine cf formula 23a with an acid n?-h ^ 1 ; ~ t h « 
presence of EDC and HOAT in a suitable solvent provides keto-estrrs cf formula 
23b. The kr'o-ester 23b can be tm'r < - n't of hyi-nrim ; n ! u * 1 ~ f 

sodium dictate in refluxing etharv:.; i. ^ wi.i.^nt,;; of fjr;; " . 
5 under suitable conditions gives amines of formula ^. Cou; °' X^riedi-sier, ~ r 
formula 4 ij amino aciJs of I uj u'fcotuJ as dc;ciiL_ i .x. — ^ ^ 

intermediates of formula 6. Deprotection cf amine 6 affords compound ol formula 
7. 

The following examples are provided for the purpose of further illustration 
10 only and are not intended to be limitations on the disclosed invention. 
General Experimental Procedures: 

Amicon silica 30 nM, 60 A pore size, was used for column chromatography. Melting 
points were taken on a Buchi 510 apparatus and are uncorrected. Proton and 
carbon NMR spectra were recorded on a Varian XL-300, Bruker AC-300, Varian 

15 Unity 400 or Bruker AC-250 at 25 °C . Chemical shifts are expressed in parts per 
million down field from trimethylsilane. Particle beam mass spectra were obtained 
on a Hewlett-Packard 5989A spectrometer using ammonia as the source of chemical 
ionization. For initial sample dissolution, chloroform or methanol was employed. 
Liquid secondary ion mass spectra (LSIMS) were obtained on a Kratos ConcepHS 

20 high resolution spectrometer using cesium ion bombardment on a sample dissolved 
in a 1:5 mixture of dithioerythritol and dithiothreitol or in a thioglycerol matrix. For 
initial sample dissolution chloroform or methanol was employed. Reported data are 
sums of 3-20 scans calibrated against cesium iodide. TLC analyses were performed 
using E. Merck Kieselgel 60 F254 silica plates visualized (after elution with the 

25 indicated solvent(s)) by staining with 15% ethanolic phosphomolybdic acid and 
heating on a hot plate. 

General Procedure A (Peptide coupling using EDC): A 0.2-0.5 M solution of the 
primary amine (1.0 equivalent) in dichloromethane (or a primary amine hydrochloride 
and 1.0-1.3 equivalents of triethylamine) is treated sequentially with 1.0-1.2 
30 equivalents of the carboxylic acid coupling partner, 1.5-1.8 equivalents 
hydroxybenzotriazole hydrate (HOBT) or HOAT and 1.0-1.2 equivalents 
(stoichiometrically equivalent to the quantity of carboxylic acid) 1-(3- 
dimethylaminopropyl)-3-ethylcarbodiimide hydrochloride (EDC) and the mixture is 
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stirred overnight in an ice bath (the ice hath is allowed to warm, thus thn r^ctfnn 
mixture is typically held at about 0-20 °C for about 4-6 h and about 20-25 °C for the 
rerr!^ ; ^ inn nnn^Hv The mixture it 'f'" 4 -^ «*hyi acetate ~r °!*^ r — f 

c;porifipH pnr) fh^ rnculfirn mixture wp c ^pH Kvi^» with 1 N| N^OH twiro ^/ ; *h 1M MP, I 
^ f »f H^n r>r*^Hf ipt ^*>'>**' ^n^o f-Vt - * * u" 1 ' -^"^ , . j . - » t 

component can be used as the Jij. 'amine sail in oouplu^ ^ ,,1,,,^./ 

amine or hydrochloride of the latter; in this case no triethyiamine is employed. 

Example 1 

10 2-Amino-N-nfR)-benzvloxvmethvl-2-[3a-fRV(4-ftuoro-benzvlV2-methvl-3-oxo- 

2.3.3a. 4.6.7-hexahvdro-pvra2olo[4.3-c]pvridin-5-vl]-2-oxo-ethvl}-isobutvramidR 

hydrochloride and 

2-Amino-N^1(ro-te^^ 

2.3.3aA67-hexahvdrcK)vrazolor4.3-d^^ 
15 hydrochloride 

A. 4-Oxo-PiDeridine-1.3-dicarboxylic acid 1 - tort-butyl ester 3-ethyl ester 

A mixture of 8.00 g (38.5 mmol) of 4-oxo-piperidine-3-carboxylic acid ethyl ester 
hydrochloride, 9.23 g (42.4 mmol) of di-tert-butyldicarbonate, and 3.89 g (38.5 mmol) 
of triethyiamine in 150 mL of THF was stirred at room temperature for about 72 h. 
20 The mixture was concentrated and the residue was dissolved in ethyl acetate and 
washed three times each with 10% aqueous HCI, saturated aqueous sodium 
bicarbonate solution, and brine, dried over MgS04, and concentrated to give 10.0 g 

of 1A as a white solid. MS (CI, NH3) 272 (MH + ). 

B. 3-(R,SH4-FluorQ-benzvlM-oxo-PiDeridine-1 .3-dicarbox ylic acid 1-tert-butyl 
25 ester 3-ethyl ester 

To a solution of 2.00 g (7.4 mmol) 1 A in 10 mL of DMF was added 282 mg (7.4 
mmol) of sodium hydride (60% oil dispersion) and the mixture was stirred at room 
temperature for about 15 min. A solution of 1.39 g (7.4 mmol) 4-fluorobenzyl 
bromide in 7 mL of DMF was added to the stirring solution and the mixture was 
30 stirred for about 72 h at room temperature. The mixture was diluted with ethyl 
acetate and washed once with water and four times with brine, dried over MgS04, 

and concentrated to giv 2.8 g of IB. MS (CI, NH3) 380 (MH + ). 
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pyra7ulu [4.3-cjpvfidine-5-carboxv ; { c ai'.J Lii-butvl e ster 

M lillAiuitJ u.vJi y (6./ IllnlUi) ui iu ih ■ . ^ v o. . f ui * v - . . - ■ , 

ICO mL of cthanui v/ac hooted at r.Hux for uIju! C !\ T 1 *? r- : -»••-- — - ??p* vit.-s! ' 

clKorn<ituyf api iy usniy an fciuiiun ^uJiUn ^ ^luio^ v,v tui)i ^s^**^.,^,^,.,,/ iw 
(75:25 v/v ethyl acetate:hexane) to give 1.0 g of 1C as a clear colorless oil. MS (CI, 

NH3) 362 (MH" f ). 

10 D. 3a-(R.SV(4-Fluoro-benzvlV2-methvl-2.3a.4.5.6.7-hexahvdro-Pvrazolof4.3- 
n )pyridin-3-one trifluoroacetate 

To 1.00 g (2.8 mmol) of 1C was added 10 mL of trifluoroacetic acid at about 0 °C 
and the mixture was stirred for about 1 h. Ethyl acetate was added and the mixture 
was concentrated to give 1.0 g of 1D. MS (C!, NH3) 263 (MH + ). 
15 E. (R)-3-Benzytaxy-2-(2-^ 
propionic acid 

To 1.83 g (6.2 mmol) of N-t-BOC-O-benzyl-D-serine in 35 mL of DMF was added 
1.02g (7.4 mmol) of potassium carbonate followed by 0.92g (6.5 mmol) of 
iodomethane. The mixture was stirred overnight at about 24 °C under an 

20 atmosphere of nitrogen. The reaction mixture was diluted with 200 mL of water, and 
extracted three times with ethyl acetate. The combined organics were washed five 
times with water and once with brine, dried over MgSC>4 and concentrated. The 
crude (R)-3«benzyloxy-2-tert-butoxycarbonyl-amino-propionic acid methyl ester was 
dissolved in 15 mL of cold trifluoroacetic acid at about 0 °C and the mixture was 

25 stirred for about 2 h. The mixture was concentrated and the residue was diluted with 
1N NaOH and extracted three times with ethyl acetate. The combined organic 
extracts were washed with brine and dried over Na2S04 to give 0.84 g (4.02 mmol) 
of the resulting (R)-2-amino-3-benzyloxy-propionic acid methyl ester which was 
coupled to 0.81 g (4.02 mmol) of N-t-BOC-a-methylalanine to give 1.80 g of (R)-3- 

30 benzyloxy-2-(2-tert-butoxycarbonylamino-2-methyl-propionylamino)-propionic acid 
methyl ester. The crude product was dissolved in 20 mL of 4:1 THF:water and a 
solution of 335 mg (7.98 mmol) of lithium hydroxide hydrat in 1 mL of water was 
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added to the solution and the mixture was stirred nvernioht a} r^m f^r^nnrriU^ro 
The mixture was concentrated arvi H i2 n~ iW ue wan diluted A\* ■ t: /. ^nd 

„ IT _ J , ' II, r , , - , , [ f C t or- -J - f . I I " ' * ' J • f ' . . < < -f> 

PX'Tnct^ w 0 ''" ronn Kin ori nrri o^-^ u^fK ^ r '^-> r j,-;-, r 4 , « , 
-y u / . ^ < * * i i * . , t . t w i in., v.u* hi/, , K , ttt , . lyi VSi 

F. (H1 (R)-BenzvlQXvmethvl-2-r3a-fR.SV(4-fluoro-benzvn-2-methy i^-nyn- 

2oL3a,4,6,7'hex ahvcirQ-PVrazoloi4 3-clovridin-5-yH-2-oxo-ethvlcarbamQvl}-1-mftthyl- 

10 eth yD-carbamic acid tert-butyl ester 

According to the method outlined in General Procedure A, 193 mg (0.51 mmoi) of 1D 
and 196 mg (0.51 mmol) of 1E were coupled to give a mixture of diastereomers. 
The residue was purified by silica gel chromatography using an elution gradient of 
(1:1 v/v ethyl acetate:hexane) to 100% ethyl acetate to give 60 mg of less polar 1F 

15 isomer 1 and 100 mg of more polar 1F isomer 2. MS (CI, NH3) 624 (MH + ) for both 
isomers. 

G. 2-Amino-N41(RVbenzvloxvmethvl-2-f3a-fR)-^fluoro-b enzvU-2-methyl-^ 
0X0-2.3.3a.4.6.7-hexahydro-p yra2olQ[4.3-c)Dvridin-5-yl)-2-oxo- 
ethviy-isobuiyramide hydrochloride 

20 To 60 mg (0.10 mmol) of 1F isomer 1 in 10 ml_ of ethanol was added 4 mL of 
concentrated HCI and the mixture was stirred at room temperature for about 2 h. 
The mixture was concentrated and the residue was precipitated from ethanol/hexane 
to give 50 mg of 1G isomer 1 as a white powder. MS (CI, NH3) 524 (MH + ). 1 HNMR 
(CD3OD): (partial) 5 7.32 (m, 5 H), 7.12 (m, 2 H), 6.91 (m, 2 H), 5.15 (m t 1 H), 4.54 

25 (s, 2 H), 3.78 (m f 2 H)3.02 (m, 7 H), 2.66 (m, 2 H), 1 .57 (s, 6 H). 
H. 

Z.a^a^^J-hexahvdro-Dvrazo^.S-clpvridin-s-vn^-oyo- 
ethvllisobutvramide hydrochloride 

To 100 mg (0.16 mmol) of 1F isomer 2 in 10 mL of ethanol was added 4 mL of 
30 concentrated HCI and the mixture was stirred at room temperature for about 2 h. 
The mixture was concentrated and the residue was precipitated from ethanol/hexane 
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(CD3OD): (partial) 5 7.32 (m, 5 H), 7.08 (rn, 2 H), 6.95 (rn, 2 H), 6.30 (rn f c a.^ 
(rn, 1 H), 4.61 (m, j h), 3.BU (m, 2 H), k.bd (in. :i M;, ;.;>t> l^, u ; ;j. 

Example 2 



pvn£Q!o[4.3;SlP_mdil^ ftvr-^i 
hydrochloride 

A. fRV2-Amino-3-[f1H-indol-3-yh-propionic acid methvi ester 

To 4.92 g (16.2 mmol) of N-u-t-BOC-D-tryptophan in lOQmL of DMF was added 2.46 

10 g (17.8 mmol) of potassium carbonate followed by 2.41 g (17.0 mmol) of 
iodomethane, and the mixture was stirred overnight at 24°C under an atmosphere of 
nitrogen. The reaction mixture was diluted with water, and extracted three times with 
ethyl acetate. The combined organics were washed five times with 500 mL of water 
and once with brine, dried over MgS04 and concentrated to give 4.67 g of a white 

15 solid. To the crude (R)-2-tert-butoxycarbonylamino-3-(1H-indol-3-yl)-propionic acid 
methyl ester was added 15 mL of cold trifluoroacetic acid at about 0 °C and the 
mixture was stirred for about 2 h. The mixture was concentrated and the residue 
was diluted with 1N NaOH and extracted three times with ethyl acetate. The 
combined organic extracts were washed with brine and dried over Na2S04 to give 

20 (R)-2-amino-3-(1H-indoi-3-yl)-propionic acid methyl ester as an orange oil in 
quantitative yield. 

B. fRV2-r24ert-Butoxycari3onvlamino-2-me thvl-oroDionvlamino^3-(1HHndol-3- 
yh-propionic acid methvi ester. 

The crude product from 2A 1.55 g (7.1 mmol) was coupled to 1.44 g (7.1 mmol) of 
25 N-t-BOC-ct-methylalanine according to Procedure A to give an oil which was purified 
by silica gel chromatography using a gradient of 10%, 20%, 30%, 40% and 50% 
ethyl acetate in hexane to elute. Recovered 1.32 g of (R)-2-(2-tert- 
butoxycarbonylamino-2-methyl-propionylamino)-3-(1H-indoI-3-yl)-propio acid 

methyl ester. 
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• u., ; s mixture •-• -j it * titn>:, j . ' cjcetate, dfia 

with ethyl acetate and the combined organic extracts were washed with brine, dried 
over MgS04 and evaporated to give 1.03 g of 2C as an orange foam. MS (CI, NH3) 

10 390 (MH + ). 1 H NMR {CDCI3 300 MHz) 5 7.61 (d t 1H), 7.48 (d, 1H), 7.27 (t, 1H), 
7.10 (t, 1H), 4.81 (bs, 1H), 3.35 (m, 1H), 1.49 (s, 6H), 1.32 (s r 9H). 

D. (H243a-fR.SH4-Fluoro-benzvl)-2^ 
pyrazolof4.3-c]pyri din-5-vlW^ 
methvl-ethvllcarbamic acid te rt-butyl ester 

15 According to the method outlined in General Procedure A, 193 mg (0.51 mmol) of 1D 
and 200 mg (0.51 mmol) of 2C were coupled and the residue was purified by silica 
gel chromatography using an elution gradient of (1:1 v/v ethyl acetate:hexane) to 
1 00% ethyl acetate to give 230 mg of 2D. MS (CI, NH3) 633 (MH + ). 

E. 2-Amino-N-f2-r3a-fR.SW4-fluoro-benzyn-2-methvl-3-oxo-2.3 3a 4 6 7- 
20 hexahvdro-Dvrazolo[4.3-c]Dvridin-5-vl]-imVMH-indol-3-vlmethvlV2-oxo-ethvl]- 

isobutvramide hy drochloride 

To 230 mg (0.36 mmol) of 2D in 10 mL of ethanol was added 4 mL of concentrated 
HCI and the mixture was stirred at room temperature for about 2 h. The mixture was 
concentrated and the residue was precipitated from ethanol/hexane to give 130 mg 
25 of 2E as a white powder. MS (CI, NH3) 533 (MH + ). 1 HNMR (CD3OD): (partial) 6 
7.79 (d, 1 H), 7.48 (m, 1 H), 7.33 (m, 2 H), 7.19 - 6.77 (m, 7 H), 6.54 (m, 1 H), 5.17 
(m, 1 H), 4.02 (m, 1 H) ( 3.11 - 2.68 (m, 6 H) ( 2.47 (m, 2 H), 2.03 (m, 2 H), 1.59 (m, 6 
H). 
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2-Ar ninu-r: r 2-t:i ;^GVbenzvl-2 r . V / n --^? V ALi^;rL: ' " 

j mixture - , J 4-oxo-f,^ - . ~ .Jdmetir r , 

and 8.82 g (72.3 mmug ui 4,4-dirnethylaminopyri r -i- ; i: -ou ntL of methylene 

chloride at aouui U °C was added b ^^l.o.. /.oo y v^-- of ^.t- 

butyldicarbonate in 150 mL of methylene chloride over about 30 min. The mixture 
was warmed to room temperature and then stirred for about 17 h. The mixture ^'bj 
10 concentrated and the residue was diluted with chloroform and washed three times 
each with 10% aqueous HCI, saturated aqueous sodium bicarbonate solution and 
brine, dried over MgS04 and concentrated to give 9.18 g of a clear yellow oil. 

B. 3-fR SVBenzyl-4-oxo-piperidine-1.3-dicarboxvlic acid 1-tert-butvl ester 3- 
methyl ester 

15 To a solution of 5.00 g (19.4 mmol) 3A in 10 mL of DMF was added 745 mg (7.4 
mmol) of sodium hydride (60% oil dispersion) and the mixture was stirred at room 
temperature for about 15 min. A solution of 3.32 g (19.4 mmol) benzylbromide in 15 
mL of DMF was added to the stirring solution by cannula and the mixture was stirred 
for about 42 h at room temperature. The mixture was diluted with ethyl acetate and 

20 washed once with water and four times with brine, dried over MgS04, and 

concentrated to give 6.0 g of 3B as a yellow oil MS (CI, NH3) 348 (MH + ). 

C. 3a-m.S)-Benzvl-2-methvl- 3-oxo-2.3.3a.4.67-hexahvdro-Pvrazolor4.3-c1- 
pyridine-5-carboxylic acid tert-butvl ester 

A mixture of 4.00 g (11,5 mmol) of 3B and 530 mg (11.5 mmol) of methylhydrazine 
25 in 100 mL of ethanol was heated at reflux for about 8 h. The mixture was 
concentrated and the residue was dissolved in 100 mL toluene and heated at reflux 
for about 17 h. The mixture was concentrated and the residue was purified by silica 
gel chromatography using an elution gradient of (15:85 v/v ethyl acetate: hexane) to 
(75:25 v/v ethyl acetate:hexane) to give 2.6 g of 3C as a clear colorless oil. MS (CI, 

30 NH3) 344 (MH + ). 
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one 

, It.,. 1' w 

f ..lien was ^/ ,: *^ r ' , J s ic J .\ ... _ uu^L,!-. ' 

p of 3D. MS (CI, is! h) . W )■ ;.. 

t - j ; U iod-n\.of-Defizvl-2"ir!^ i;wi-v w. -^.^.jo.m ,^, i ,^aj> i/dro-p yi ^ 
c ]pvridin-5-vlV1R-f1H-indol^ 
c^r bgm iQ acid teu Q^ yi est sr 
10 According to the method outlined in General Procedure A, 125 mg (4.6 mrnoi) of 3C 
and 1.75 g (0.51 mmol) of 2C were coupled and the residue was purified by silica gel 
chromatography using an elution gradient of (6:4 v/v ethyl acetate:hexane) to 7% 
methanol in ethyl acetate to give 1 50 mg of 3E. 

F. 2-Amino-N-f2-f3a-(R.S^ben2yl-2-methyl-3-oxo-2.3.3a.4.6.7-hexahydr Q - 
15 Dvrazolor4.3-clPvridin-5-vl^ 

hydrochloride 

To 150 mg (0.24 mmol) of 3E in 15 mL of ethanol was added 5 mL of concentrated 
HCI and the mixture was stirred at room temperature for about 3 h. The mixture was 
concentrated and the residue was crystallized from ethanol/hexane to give 100 mg of 

20 3F: MS (CI, NH 3 )515(MH + ). 1 HNMR (CD3OD): 5 7.20 - 6.91 (m, 9 H), 6.56 (m, 1), 
5.17 (m, 1 H), 4.05 (m, 1 H) t 2.96 (s, 3 H), 2.62 (m, 1 H), 2.38 (m, 1 H) ( 2.06 (m, 2 
H), 1.61 (m,8H). 

Example 4 

2-Amino-N-r2-f3a-fRVbenzvl-2-methvl-3-oxo-2.3.3a.4.67-hexahvdro-pyrazolo[4 3- 
25 c1p v pdin-5-vn-1-fR)-benzvloxvmethvl-2-oxo-ethvl1-isobutvramide hy drochloride and 

clPvridin-5-vn-1-(R^benzvloxvmethvl-2-oxo-ethvn-isobutyra mide hydrochloride 
A. (1-r2-(3a-m.S>-Benzvl-2-me^ 

clPvridin-5-vh-1>fR>-benzvloxvmethyl-2^xo-ethvlcarbamoyl]- 1-m 
30 carbamic acid ten-butyl ester 

According to the method outlined in General Procedure A, 1.12 g (4.6 mmol) of 3C 
and 1.75 g (0.51 mmol) of 1E were coupled to give a mixture of diastereomers. The 
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v/v ethyl acelaie:hexane) to 100% ethyl nc^l: to to give 350 mg of \ ;zz : ' 4 A 



To 250 mg (0.41 mmol) of 4A isomer 1 in 15 mL of ethanol was added 5 mL of 
concentrated H'Ji and ine mixture was surfed at roam temperature for aoou; j> h. 
10 The mixture was concentrated and the residue was precipitated from ethanol/hexane 

and dried under vacuum to give 130 mg of 4B isomer 1. MS (CI, NH3) 506 (MH + ). 
1 HNMR (CD3OD): 5 7.33 (m, 5 H), 7.14 (m, 5 H), 5.22 (m, 1 H), 4.57 (m, 3 H), 3.80 
(m, 2 H) 3.14 (m, 1 H), 3.04 (s, 3 H), 2.96 (m, 2 H), 2.61 (m, 2 H), 1.63 (m, 7 H). 

C. 2-Amino-N-[2- (3a-fSVbe^ 
15 pyrazolo[4.3-c]pyridin-5-vlM-(RVb^ 

hydrochloride 

To 250 mg (0.41 mmol) of 4A isomer 2 in 15 mL of ethanol was added 5 mL of 
concentrated HCI and the mixture was stirred at room temperature for about 5 h. 
The mixture was concentrated and the residue was precipitated from ethanol/hexane 
20 and dried under vacuum to give 120 mg of 4C isomer 2. MS (CI, NH3) 506 (MH + ). 
1HNMR (CD3OD): 5 7.31 (m, 5 H), 7.13 (m, 5 H), 6.78 (m, 1 H), 5.28 (m, 1 H), 4.62 
(m, 3 H), 3.81 (M, 2 H), 3.14 (m, 1 H), 2.62 (m t 3 H), 1.58 (m, 7 H). 

D. 2-Amino-N-[2-(3a-(RVben zvl-2-methvl-3-oxO'2.3.3a t 4.6.7-hexahyd mr 
pvrazolo[4.3-clDvridin-5-vlV1-(RVbenzvloxvmethvl-2-oxo-ethvn-isobutvramide 

25 methanesulfonate 

Saturated aqueous sodium bicarbonate was added to 3.60 g (6.6 mmol) of 4B 
isomer 1 and the mixture was extracted with ethyl acetate. The organic layer was 
dried over MgS04 and concentrated. The residue was dissolved in ethyl acetate, 

cooled to about 0 °C and 0.43 mL (6.6 mmol) of methane-sulfonic acid was added 
30 and the mixture was stirred for about 0.5 h. Hexane (200 mL) was added to the 
solution and the mixture was stirred for about 1h and filtered to give 3.40 g of a whit 
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so'id. THo solid w?s recrvsta!!i7 P ^ nnnpnnq pfhv! a-^ptit* 3 H n<\/n r> r* of 

: — *• ■* - s a white crysl-Vi : nP solid. MS (CI, NHs) (MH + ) 

2-Amu)u-iN" i i-iod-(n^o enzv l-2-rnuti iVi-o-UAU-z.o.oa."t,u. texr.w.yt ^!_, . . '^vr 

c]pyrinin^-5 ^pr^nnviv4-nhenyl-_(P^' h ' ,4 i is* 1 . ' " - ^y^orhi^r- 1 . 

A. 2-OxO'5 l 6-diphenvl'3-f3 -phen yl-al lyl)-mornhniine-4-car boy v f Hc oc^ Lbuiy] 

10 To an about -78°C solution of 13.8 g (70.0 mmol) of cinnamyl bromide and 4.94 g 
(14.0 mmol) of t-butyl-(2S,3R)-(+)-6-oxo-2,3-diphenyl-4-morpholine carboxylate in 
350 mL of anhydrous THF was added 28 mL (28 mmol) of 1M sodium 
bistrimethylsilylamide in THF. The mixture was stirred at about -78°C for about 1 .5 h 
and then poured into 750 mL of ethyl acetate. The mixture was washed twice with 

15 brine, dried over MgS04 and concentrated to give a yellow oil. The oil was stirred in 
150 mL of hexane overnight and the precipitated solid was then collected by filtration 
to give 3.2 g of 5A as a white solid. 

B. 5(S) l 6(R)-Diphenyl-3fRH3-phenyl-allyl)-morph olin"2 - PPg 

To 2.97 g (6.33 mmol) of 5A was added 20 mL of trifluoroacetic acid at about 0°C 
20 and the mixture was stirred for about 2 h and then concentrated. The residue was 
dissolved in water and basified with aqueous NaOH until a pH of 10 was maintained. 
The mixture was extracted three times with ethyl acetate and the combined organic 
extracts were washed with brine, dried over MgS04 and concentrated to give an 
orange oil which was purified by silica gel chromatography (10:90 v/v ethyl 
25 acetate:hexane) to give 880 mg of 5B as a white solid. 

C. 2-(RVAmino-5-Dhenvl-pentanoic acid 

A mixture of 440 mg (1.19 mmol) of SB and 120 mg of palladium chloride in 20 mL of 
ethanol and 10 mL of THF was hydrogenated at 45 psi. for about 16 h. The mixture 
was filtered through diatomaceous earth and concentrated, and the residue was 
30 triturated with ether to give 240 mg of 5C as a white solid. 
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^.liiAUf.''.w v .< . * 

, . * . « r 

f 

concentrated. The product was puiirri !>y rliic^ 301 chromato'jnp l -y v/- n y 1 
ac«tat3:!v^ >:^\> to g;-/* 5.2 g of th- tilio c^r/v-i of this part Da:>3 w»r^ ^l 1 :' 
10 E. rm-242-tert-Butoxvcarbonviamino>2-methvi-DrQPionvlamino)-5-phenyl- 
pentanoic acid 

A mixture of 203 mg (1 .05 mmoi) of 5D, 378 mg (1 .26 mmol) of 5C and 434 mg (3.36 
mmoi) of diisopropylethylamine in 2 mL of DMF was stirred over-night. The mixture 
was diluted with ethyl acetate and extracted twice with 1N HCI. The aqueous phase 

15 was extracted once with ethyl acetate. The pooled organic extracts were washed 
three times with water and once with brine. The mixture was dried over MgS04 and 
concentrated. The residue was purified by silica gel chromatography using 80% 
chloroform in hexane followed by 100% chloroform followed by 10% methanol in 
chloroform to give 127 mg of 5E. 

20 F. {1-[Vf3a-(R.SVBenzvl-2-methvl-3-oxo-2.3.3a.4,67-hexahYdro-PVraZ Q l of4.^ 
c] pvridine-5-carbonvlM-Dhenyl-fRVbutvlcarbamovl1-1-methvl-ethvlVC3 rbg mic acid 

tert-butyl ester 

According to the method outlined in General Procedure A, 130 mg (0.53 mmol) of 3C 
and 200 mg (0.53 mmol) of 5E were coupled to give a mixture of diastereomers. 
25 The residue was purified by silica gel chromatography using an elution gradient of 
(1:1 v/v ethyl acetate:hexane) to 100% ethyl acetate to give 40 mg of less polar 5F 
isomer 1 and 40 mg of more polar 5F isomer 2 MS (CI, NH3) 604 (MH + ) for both 
isomers. 

G. 2-Amino-NI-f1-/3a-/RVbenzvl -2-methvl-3-oxo-2.3.3a.4.6.7-hexahvdro- 
30 pYrazolo[4.3-c]pyridine-5-carb^^ hydrochloride 
To 40 mg (0.07 mmol) of 5F isomer 1 in 10 mL of ethanol was added 4 mL of 
concentrated HCI and the mixture was stirred at room temperature for about 4 h. 
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chloride/hexane and dried under vacuum to give 30 mj cf 5G isomer 1. MG (CI, 
(rn, o hi, Ao/ (m, 4 H), 1.83 (m, 4 n;. is, b H), 1.26 (m, i h;. 

t. ■ ■ ' ■ . * 1 . -..«_?•:■. -^ai. ■ „. . / .„-. 

ccnr,*M!r:*t;vi HCI and the mixture \: . -. stirred 3t room iempuidiuio for about 4 h. 

10 chioride/hexane and dried under vacuum to give 30 mg of 5H isomer 2. MS (CI, 
NH3) 504 (MH + ). 1 HNMR (CD3OD): (partial) 7.25 (m, 9 H), 6.88 (m, 1 H), 3.04 (s, 3 
H), 2,71 (m, 4 H), 2.48 (m, 2 H), 1.75 (m, 4 H), 1.62 (m, 6 H), 1.28 (m, 1 H). 

Example 6 
2-Amino-N42-(3a-(R.S)-benzvl-2-m^^ 

15 c]pvridin-5-ylV1-(RVben 2vloxvmethvl-2-oxo-ethyl)-isobutvramide hydrochloride 

A. {1-[2-(3a-(R.SlBenzvl-2H7ie^ 

c)pvridin-5-vlV1-fRKben2yloxvmethvl-2-oxo- ethylcarbamovn-1-methvl-ethyl}- 
carbamic acid tert-butyl ester 

According to the method outlined in General Procedure A, 200 mg (0.82 mmol) of 3C 
20 and 320 mg (0.82 mmol) of 1E were coupled to give a mixture of diastereomers. 
The residue was purified by silica gel chromatography using an elution gradient of 
(1:1 v/v ethyl acetaterhexane) to 10% methanol in ethyl acetate to give 170 mg of 
6A. 

B. 2-AminQ-N42-f3a-(R.SVbenzvl-2-methvl~3-oxo-2.3.3a.4.6.7-hexahvrjrn- 
25 wrazolor4.3-clpyridin-5-vM 

hydrochloride 

To 170 mg (0.28 mmol) of 6A in 20 mL of ethanol was added 5 mL of concentrated 
HCI and the mixture was stirred at room temperature for about 2.5 h. The mixture 
was concentrated and the residue was precipitated from ethanol/hexane to give 70 

30 mg of 6B. MS (CI, NH3) 506 (MH+). 1 HNMR (CD3OD): 5 7.32 (m, 5 H); 7.16 (m, 5 
H), 5.22 <m, 1 H), 4.67 <m,1 H), 4.55 (m, 2 H), 3.79 m, 2 H), 3.12 <m, 2 H), 3.00 (m, 
6 H), 2.71 (m, 3 H), 1.56 (m, 8 H). 
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?.AminQ-N-f2-r3a-ben2vl-2-ethvl-3 -nvn.7 a.3a.4.6.7-hexahvdro-pvid2c!of4.3- 



mixture was concentrated and the residue was purified by silica cpl cln-oMslcgraphy 
using an eiulion gradient of (10:1 v/v hexane:ethyl acetate) to (3:7 v/v hexane:ethy! 

10 acetate) to give 357 mg of 7A. MS (CI, NH3) 358 (MH + ). 

B. 3a-fR.SVBenzvl-2-ethvl-2.3a.4.5.6.7-hexahvdro-ovrazolof4.3-c1Pvridin-3-one 
To 350 mg (0.98 mmol) of 7A in 3 mL of ethanol was added 1.5 mL of concentrated 
HCi and the mixture was stirred at room temperature for about 2 h. The mixture was 
concentrated to give 257 mg of 7B. MS (CI, NH3) 258 (MH + ). 

15 C. {1-f2-<3a-m.S>-Benzvl-2-et hyl-3-QXO-2.3.3a.4.6.7-hexahvdro-DVra20lor4.3- 
c] pyridin-5-vn-1-rRVnH-indol-3-vlmethvl V 2-oxo-ethvlcarbamovn-1-methvl-ethvlV 
r-arhamic acid tert-butvl ester 

According to the method outlined in General Procedure A, 82 mg (0.28 mmol) of 7B 
and 100 mg (0.26 mmol) of 2C were coupled and the residue was purified by silica 
20 gel chromatography using an elution gradient of 100% methylene chloride to 2% 
methanol in methylene chloride to give 110 mg of 7C. MS (CI, NH3) 629 (MH + ). 
D. 2-Amino-N-f2-(3a-fR.SVbenz yl-2-ethvl-3-oxo-2.3.3a.4.6.7-hexahvdlc^ 
pyra?olo r4.3-clDvridin-5-ylV1-(RW1H-indo^ 
hydrochloride 

25 To 100 mg (0.15 mmol) of 7C in 2 mL of ethanol was added 1 mL of concentrated 
HCI and the mixture was stirred at room temperature for about 2 h. The mixture was 
concentrated to give 72 mg of 7D as a colorless foam. MS (CI, NH3) 529 (MH + ). 
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Example 8 

?. A ^jn o-N-[2-(3a-fRVbe n7.v'- n ' ° ox o-2.3.3a .4.6.7-S— t - J ■ — oloI-L.2z 

" n l v^» • ' ^ * : ' • ~ i o n /1 f: * ■' - - - ' * 

r , - ■ * *: * ■ - ^ U^^— - ' ' ' ' ' 

« »-WT . . . • . 

i srt-bu t yl es ter 

According to the method outlined in General Procedure A, 85 mg (0.29 mmol) of 7B 
10 and 100 mg (0.26 mmol) of 1E were coupled to give a mixture of diastereomers. 
The residue was purified by silica gel chromatography using an elution gradient of 
100% methylene chloride to 2% methanol in methylene chloride to give 6 mg of less 

polar 8A isomer 1 and 11 mg of more polar 8A isomer 2. MS (CI, NH3) 620 (MH + ) 
for both isomers. 

15 B. 2-Amino-N-[2-(3a^m-benzyl-2-ethvl-3>oxo-2.3.3a.4.6.7-hexahvdro- 
pvrazolo[4.3-clPvridin-5-vlV1-fRVbenzvloxvmethvl-2-oxo-ethvn-isobutvramide 
hydro chlo ride 

To 5.7 mg (0.009 mmol) of 8A isomer 1 in 1 mL of ethanol was added 0.4 mL of 
concentrated HCI and the mixture was stirred at room temperature for about 3 h. 
20 The mixture was concentrated to give 4.7 mg of 8B isomer 1. MS (Cl t NH3) 520 

(MH + ). 1 HNMR V (CD30D): (partial) 5 7.41 - 7.05 (m, 10 H), 5.20 (m, 1 H), 4.61 (m, 
1H), 4.52 (s, 2 H), 3.71 (m, 1 H), 3.60 (m, 1 H), 2.61 (m, 3 H), 1.39 (m, 9 H). 

c. 27\m i nQ - N -[2-(3 a-( 5) ^ 

PYrazo1o[4.3-c1pyri din-5-ylVM^ 
25 hydrochloride 

To 10 mg (0.016 mmol) of 8A isomer 2 in 1 mL of ethanol was added 0.4 mL of 
concentrated HCI and the mixture was stirred at room temperature for about 3 h. 
The mixture was concentrated to give 8 mg of 8C isomer 2. MS (CI, NH3) 520 

(MH + ). 1 HNMR (CD3OD): (partial) 8 7.43 - 7.00 (m, 10 H), 6.81 (m, 1 H), 5.32 (m, 1 
30 H), 4.63 (m, 2 H), 4.53 (m, 1 H), 3.72 (m, 1 H), 1.37 (m, 9 H). 
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Example 9 



ethanol was heated at reflux for about 17 h. The mixture was conc-.-.traUd and the 
residue was dissolved in 100 mL of toluene and heated at reflux for about 48 h. The 
10 mixture was diluted with ethyl acetate and washed with brine, dried over MgSQ4 and 
concentrated and the residue was purified by silica gel chromatography using 100% 
ethyl acetate followed by 5% methanol in methylene chloride to give 530 mg of 9A 

as a light brown solid. MS (CI, NH3) 330 (MH + ). 

B. 2>BenzyU.5.6.7-tetrahvdro-2H-Dvrazolo[4.3-c]pvridin-3-ol 

15 To 411 mg (1.24 mmol) of 3E in 30 mL of ethanol was added 10 mL of concentrated 
HCI and the mixture was stirred at room temperature for about 30 min. The mixture 
was concentrated and the residue was crystallized from methanol/ethyl acetate to 

give 353 mg of 9B. MS (CI, NH3) 230 (MH + ). 

C. ( 1 ~[2-(2-Benzy l-3-hvdroxv-2 .4 .6. 7-tetrah vdro-ovrazolof4 , 3-clDvridin-5-v l)- 1 - R- 
20 benzvloxvmethvl-2-oxo-ethvlcarbamovl]-1-methvl-ethylVcarbamic acid tert-butyl 

est er 

According to the method outlined in General Procedure A, 100 mg (0.33 mmol) of 9B 
and 145 mg (0.38 mmol) of 1E were coupled and the residue was purified by silica 
gel chromatography (95:5 v/v methanol:methylene chloride) to give 42 mg of 9C as a 

25 white solid. MS (CI. NH3) 592 (MH + ). 
D 2-Amino-N-[2-(2-benzY^ 

5-vlV1-rRVbBnzvlQxymethvl-2-ox o*ethvn-isobutvramide hydrochloride 
To 42 mg (0.07 mmol) of 9D in 20 mL of ethanol was added 6 mL of concentrated 
HCI and the mixture was stirred at room temperature for about 30 min. The mixture 
30 was diluted with ethanol concentrated and the residue was precipitated from 
methanol/ethyl acetate to give 35 mg of 9D as a white solid. MS (CI, NH3) 492 
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(MH + ). 1 HNMR (CD3OD): (partial) 7.41 - 7.15 (m, 10 H), 5.19 (m, 3 !!), <1.1? (m, A 

f t j , o . u 3 v i 1 1 , ! ; t ) , u. 4 N ^1 It , *l My, <_ . o u ^ 1 i 1 1 1- i i / , I . j u \>, i i , u * ly - 

Until t : jjIO i U 

hydrochloride 

10 A. 3a-fR.S)-Benzvl-3-oxo-2-(2.2.2-tr^^ 

pyrazol of4.3-clpyridlne-5-carboxylic acid tart-butyl enter 

A mixture of 840 mg (2.42 mmol) of 3B and 276 mg (2.42 mmol) of 2,2,2- 
trifluoroethy (hydrazine (70% in water) in 20 mL of ethanol was heated at reflux for 
about 5 h and then concentrated. The residue was dissolved in 40 mL of toluene 
15 and heated at reflux for about 17 h. The mixture was concentrated and the residue 
was purified by silica gel chromatography (9:1 v/v hexane:ethy! acetate) to give 703 
mg of 10A as a yellow oil. MS (CI, NH3) 412 (MH + ). 

B. 3a-fR.SVBenzvl-2-(2.2.2-trifl^^ ,y 

20 To 600 mg (1.46 mmol) of 10A at about 0 °C was added 3 mL of cold trifluoroacetic 
acid and the mixture was stirred for about 3 h, allowing the solution to reach room 
temperature as it did so. The mixture was concentrated and the residue was 
dissolved in water and the solution was basified lo pH 11 with 511 NaOH and then 
saturated with potassium carbonate. The solution was extracted three times with 

25 ethyl acetate and the combined organic extracts were washed with brine, dried over 
MgS04 and concentrated to give 345 mg of 10B as an opaque oil. MS (CI, NH3) 

312 <MH + ). 

C M4243a-(R.S)-Benzvl-3-oxo-2-(Z^^ 
Dvrazolor4.3-c1PVridin-5-vlW 
30 ethvn-carfaamic acid tert-butyl ester 

According to the method outlin d in General Procedure A, 137 mg (0.44 mmol) of 
10B and 167 mg (0.44 mmol) of 1E were coupled to give a mixture of diastereomers. 
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The residue vac r^Hed b V S' 11 " 1 - nl c*")rr~\~?r~^\' M<-inn nr. n'-.t;-- 

methylene Jiluiide to 5% ii.wvli.ji.oi in ;mwu. ; Li.c chloride '123 ..'.j ~. 

IL ^ l^unlwl I UIIU t» j ' ' - I • .111 , , _ , 

(MH + ) for bo'h isomers 

be,;; ... ^uxuuju--' •-- - 

To 120 mg (0.18 mrnoi) of 1uC i^om*,* 1 in 3.5 inL or ethanol Wuo i.J ihl. ol 

concentrated HCI and the mixture was stirred at room temperature for about 2 h. 
10 The mixture was concentrated to give 94 mg of 10D isomer 1 as an off-white 
powder. MS (CI, NH3) 574 (MH + ). 1 HNMR (CD3OD): (partial) 6 7.31 (m, 5 H), 7. IB 
(m, 5 H), 5.21 (m, 1 H), 4.57 (m, 3 H), 4.26 (m, 1 H), 4.08 (m, 1 H), 3.79 (m, 2 H), 
3.09 (m, 4 H), 2.65 (m, 2 H), 1.63 (m, 6 H). 

E. 2-Amino-N-(2-n a-ffnVbenzvl-3-oxo-2-f2.2.2-trifluoro-ethvlV2.3.3a.4.6.7- 

15 hexahvdro-Dyrazolof4.3-c lp yridin-5-vn-1-fR V be n z vl oxvmethYl-2-Oxo - et hvl)- 
isnhutyramide hydrochloride 

To 53 mg (0.079 mmol) of 10C isomer 2 in 3.5 mL of ethanol was added 1.5 mL of 

concentrated HCI and the mixture was stirred at room temperature for about 2 h. 
The mixture was concentrated to give 41 mg of 10E isomer 2 as a light yellow solid. 
20 MS (CI, NH3) 574 (MH + ). 1 HNMR (CD3OD): (partial) 5 7.33 (m, 5 H), 7.15 (m, 4 H), 
6.81 (m, 1 H), 5.30 (m, 1 H), 4.67 (m, 4 H), 4.15 (m, 2 H), 3.77 (m, 2 H), 3.09 (m, 3 
H), 2.64 (m, 3 H), 1.58 (m, 6 H). 

Example 11 

?-Amino-N-f2-<3a-(RWbenzvl-2-ter i-butyl-3-oxo-2.3.3a.4.6.7-hexahvdro-DvrazQlgi4.3- 

25 cl pvridin-5-vn-1-fR)-benzvloxymethvl-2- oxo-ethvll-isobutvramide methanesulfpnate 

and 

?- AminfvKl-p-r3a-fS\-benzvl-2-ter t-hi]tyl-3-QXO-2.3.3a.4.6.7-hexahvdro-PVraZQlor4.3- 
c] pvridin-5-vh-1-fR)-benzvloxvmathyl-2-oxo- ethvn-isobutvramide methanesulfonate 
A. !n a ./RSVB6nzv t-2-tert-buM-3.nYo.2 3.3a.4.6.7-hexahvdro-Dvrazolor4.3- 
30 c lpyridina-5-ca rhoYvlic acid tert-butvl ester 

To 2.07 g (5.95 mmol) of 14B in 40 mL of ethanol was added 0.97 g (7.7 mmol) of 
tert-butylhydrazine hydrochloride and 0.63 g (7.7 mmol) of sodium acetate and the 
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sululIoH utuJ.iLo fi ut n the precipuuL an J ^.i— ni.jLJ. The f^iJ^. v/r«: Ji^.l.wJ 
concentrated and the residue was purified by silica gel chromatography (0:1 v/v 

To ~>35 mg (1.3=) mmul) of 11A in LJ iiiL of mcthyiu^ Uiloriue u^scJ <il o« 
methanesulfonic acid and the mixture was stirred for about 1.5 h at room 
10 temperature. The mixture was diluted with ethyl acetate and washed twice with 1N 

NaOH and once w;:h brine, deiad over Na2SC>4 and encontrat^u lo give 2 IS uf 

11B. MS (CI, NH3)286 (MH + ). 

C. {1-[2-(3H R .S)-Be nzyl-2 - te r ^ 

pyrazolo[4.3-c1Pvridin-5-vl)-1-(R)-benzyloxymethvl-2-oxo-ethyicarbamo vi ]-1-methvi-- 
15 ethvllcarbamic acid tert -bu tvl ester 

According to the method outlined in General Procedure A, 246 mg (0.86 mmol) of 
11B and 328 mg of 14F were coupled to give a mixture of diastereomers. The 
residue was purified by silica gel chromatography (6:4 v/v hexane/ethy! acetate) Lo 
give 250 mg of less polar 11 C isomer 1 and 90 mg more poiar 11C isomer 2. MS 

20 (CI, NH3) 648 (MH + ) for both isomers. 

D. 2-Amino-N -[2- (3a-fR)-^ 

met hane sulfonate 

To 210 mg (0.32 mmol) of 11C isomer 1 in 15 mL of methylene chloride at about 0 
25 °C was added 28 nL (0.44 mmol) of methanesulfonic acid. The ice bath was 
removed and the mixture was stirred for about 3 h, diluted with 1 5 mL of diethyl ether 
and the precipitated solid was collected by filtration to give 100 mg of 11D isomer 1. 

MS (CI, NH3) 548 (MH + ). 1 H NMR (CD3OD): (partial) 5 7.33 (m, 5 H), 7.27 - 7.07 
(m, 5 H) ( 5.21 <m, 1 H). 4.54 (m, 3 H), 3.86 (m, 3 H), 3.10 (m, 4 H), 2.61 (s, 3 H), 
30 1.62 (m, 6 H), 1.18(8, 9 H). 
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pyiazuiu|M. j -cj^yiiuin-vJ-yii-1-fK)-L . „ , ,.~ .l.h.i i. v ^u,.^^^.^ 

To 85 mg (0.13 rnnioi) uf 11C isc;mvr 2 in 1C mL of mcil 



MS (CI, NH3) 548 (MH + ). 1 H NMR (CD3OD): (partial) 6 8.28 (br d, 1 H), 7.32 (m. 5 
H), 7.18 (m, 4 H). 6.84 (m, 1 H), 5.31 (m, 1 H), 4.60 (m, 3 H), 3.70 (m, 3 H), 3.18 - 
10 2.92 (m, 3 H), 2.68 (s, 3 H), 1.57 (m, 6 H), 1.13 (s, 9 H). 

example 12 

^-Aminn-N-[1-fRVnH-indol-3-vlmethvlV2-f2-methvl-3-oxo-3a -(R.SVPvr!d!n-2_- 
yimPthvi-9 a 3a 4.6 7-hexahvdro-Dvra zolo f4.3-clDvridin-5-vlV2-oxQ-ethvl1- 
jsobutyramide dihydrochloride 
1 5 A. 4-Oxo-3-fR.SVpyridin-2- ylmathyl-piperidine-1 .3-dicarboxvlic acid 1-tert- 

but yl ester 3 -methyl ester 

To a solution of 2.00 g (7.8 mmol) of 3A in 32 mL of THF was added 468 mg (11.7 
mmol) of sodium hydride (60% oil dispersion) at about 0 °C and the mixture w~s 
stirred for about 30 min. A solution of 762 mg (6.0 mmol) 2-picolyl chloride in 5 ml 

20 of THF was added to the stirring solution over about 5 min, followed by the addition 
of 432 mg (2.6 mmol) of potassium iodide. The ice bath was removed and the 
mixture was heated for about 17 h at reflux. The mixture was diluted with ethyl 
acetate and washed once with water and once with brine, dried over M33O4, ?-nd 
concentrated. The residue was purified by silica gel chromatography using (6:4 v/v 

25 etherhexane) followed by (6:4 v/v ethyl acetate:hexane) to give 1.2 g of 12A. MS 

(CI, NH3) 349 (MH + ). 

B. ?-Mftthyl.3-oxo-3a-(R.S)-Dvri din-2-vlmethvl-2.3.3a.4.6.7-hexahvdro- 
pyrazolor4.3-c1pvridin e-5-carboxvtic acid tert-butvl ester 

A mixture of 1.20 g (3.45 mmol) of 12A and 159 mg (3.45 mmol) of methylhydrazlne 
30 in 20 mL of ethanol was heated at reflux for about 6.5 h. The mixture was 
concentrated and the residue was dissolved in 25 mL toluene and h ated at reflux 
for about 17 h. The mixture was concentrated and th residue was purified by silica 
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no| rhrornptonraphy (65:3^ v/v pfhvt -jro^ifp-Hnv^n^ ♦.*■> Hyp /!^n rnn nrt m° 

(c;,:.;i3) 345 (MH + ). 
kjMxu^ii.ni: wii^iiuiUi uplnunij^ 



D. (1 -11 -( 1 -f RlH-lndol-3-vlmeth v^ 
vlmethvl-2.3 t 3aA6J-hexahvdro-pyrazoto^^ 

10 1-methyl-ethyl}-carbami c acid tert-butyl ester 

According to Genera! Procedure A, 108 mg {0.31 mmo!) of 12C and 122 mg (0.31 
mmol) of 2C were coupled and the residue was purified by silica gel chromatography 

(95:5 v/v ethyl acetate:methanol) to give 118 mg of 12D. MS (CI, NH3) 616 (MH + ). 

E. 2-Amino-N-[ 1-(R)-MH-^ 

15 ylmethyl-2.3.3a.4.6.7-hexahvdro-pyra20lo[4 t 3-clpyridin-5-vn-2-oxo-ethyl]- 
ispbutyramide di h y drochloride 

A mixture of 110 mg (0.18 mmol) of 1 2D in 1 ml_ of 4M HCI/dioxane was stirred at 
room temperature for 17 h. The mixture was concentrated to give 51 mg of 12E. 

MS (CI, NH3) 516 (MH + ). 1 HNMR (CD3OD): (partial) 5 8.91 - 8.52 (m, 2 H), 8.04 (m, 
20 2 H), 7.76 - 7.50 (m, 3 H), 6.82 (m ( 1 H), 4.62 (m, 1 H), 3.36 (s, 3 H) t 1.63 (s, 6 H). 

Example 13 
2-Amino-N-[1-(RVbenzvloxvmethvl-^^ 

2.3.3a.4.6J-hexahvdro-pvrazolof4 3-c] p yridin-5-yn-2 -oxo- ethyll-isobutyramide 
dihvdrochloride 

25 A. fU1-(RVBenzvloxvmethvl~2-(2^ 
2.3.3aA6J-hexahvdro-Dvrazolor4^^^ 
ethvllcarbamic acid tert-butyl ester 

According to General Procedure A, 86 mg (0.27 mmol) of 12C and 103 mg (0.27 
mmol) of 1E were coupled and the residue was purified by silica gel chromatography 
30 (95:5 v/v ethyl acetate: hexane) to give 82 mg of 13A. 
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ylmethyi-2.3.3a.4.6.7-hexariyciro-pv ici^;',; - ^ 3-, V *. ?\'rJ.-y f „ - . 

i t . ' it*!, 

/ \ ,* i i . , ; • : * ' I / O l I ; i ■ . i i i . . i l . . •. ■ ' ■ . • • 

* ; irihi in- , -i t n > 

i v ,.. t ,.J2 (■-, l h\ ....... , v , ' : f. . v . . .„ 

1.63 (m t 6H). 

Example 14 

10 2-Amino-N42-(3a-(m-benzYl-2-me^^ 

c]p yridin-5-ylV1-fRVf1H-indol-3-vlmethvlV2-oxo-ethvlVisobu 

A. 4-Oxo- p'pgridlre-l .3-dicarb oxylic aci d 1-t^-hMtwi o^^r^-m^hyl p^w 

To a mixture of 100.0 g (516.4 mmol) of 4-oxo-piperidine-3-carboxylic acid methyl 
ester and 63 g (516.4 mmol) of 4,4-dimethylaminopyridine in 1 L of methylene 

15 chloride at about 0 °C was added a solution of 113.0 g (516.4 mmol) of di-tert- 
butyldicarbonate in 100 mL of methylene chloride over about 90 min. The mixture 
was slowly warmed to room temperature and then stirred for about 19 h. The 
mixture was washed three times each with 10% aqueous HCI, saturated aquecus 
sodium bicarbonate solution and brine, dried over MgSC>4 and concentrated t~ h ; vp 

20 130.5 g of 14A as an amorphous solid. 1 HNMR (CDCI3): 5 4.03 (br, 2H); 3.74 (s, 
3H), 3.56 (t, 2H), 2.36 (t, 2H), 1.42 (s, 9H). 

B . 3-(R)-Benzyl -4-oxo- piDeridine-1.3-d :carboxvlic acid 1-to.rt-b'M-e.ster 3- m elhvl 

To a stirred suspension of 11.7 g (293 mmol) of sodium hydride (60% oil dispersion 
25 washed twice with 100 mL of hexane) in 100 mL of DMF was added a solution of 
65.4 g (254 mmol) of 14A in 150 mL of DMF at about 0 °C over about 45 min. The 
ice bath was removed and the mixture was stirred at room temperature for about 45 
min. The mixture was recooled to about 0 °C and 35.2 mL (296 mmol) of 
benzylbromide in 200 mL of DMF was added dropwise to the stirring solution and the 
30 mixture was stirred for about 23 h at room temperature. To the solution was 
carefully added 550 mL of water and the mixture was stirred for about 30 min. The 
mixture was extract d three times with ethyl acetate and the combined organic 
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extracts were washed five times with water, once with brine, dried over MgS04 and 



A mixture of 47.0 g (135 mmoi) of 14B, 38.9 g (270 mmoi) of methylhydrazine sulfate 
and 44.3 g (540 mmoi) of sodium acetate in 900 mL of ethanol was heated at reflux 
10 for about 17 h under nitrogen. The mixture was concentrated and the residue was 

dissolved in ethyl acetate and washed three times with water and once with brine, 
dried over MgSO^ and concentrated to givn a yellow o ; !. The oil w~>" r'. ir r^:i in 7f C 

mL of hexane for about 3 h to give 41.17 g of 14C as a white solid. MS (CI, NH3) 

344 (MH + ). 1 HNMR (CDCI3): (partial)o 7.19 (m, 3 H), 7.05 (m, 2 H), 4.61 (br m, 2 

15 H), 3.24 (m, 1 H), 3.09 (s, 3 H), 3.01 (m, 1 H), 2.62 (m, 4 H), 1.52 (s, 9 H). 

D- 3a-(R.S)-Benzvl-fr methvl-2.3a4.5^ 
one hydrochloride 

Anhydrous HCI was bubbled through a solution of 24.55 g (71.5 mmoi) of \ \0 in 500 
mL of diethyl ether at about 0 °C for about 1 2 mln. The mixture was stirred for about 
20 3 h, during which time a white precipitate fu^nc-d. The precipitate ^wi;j 

collected by filtration and to give 19.2 9 of 14D. MS (CI, NH3) 244 (MH+). 1 HNMR 
(CD3OD); (partial) 5 7.25 (m, 3 H), 7.05 (m, 2 H), 3.77 (m, 2 H), 3.51 (d, 1 H), 3.25 
(m, 1 H), 3.17 (m, 3 H), 3.03 (s, 3 H), 2.81 (m, 1 H). 

E. 2-tert-ButOXVcarbonvlamino-2-methvl-prooionic acid 2.5-dioxo-pvrrolidin-1-yl ester 
25 To a stirring solution of 100.0 g (492 mmoi) of Boc-a-methylalanine and 94.0 g (492 
mmoi) of EDC in 2 L of methylene chloride at about 0 °C was added 56.63 g (492 
mmoi) of N-hydroxysuccinimide in portions and the reaction was then allowed to 
warm to room temperature. The mixture was stirred for about 24 h and washed 
twice each with saturated aqueous sodium bicarbonate solution and brine, dried over 
30 Na2S04 and concentrated to give 124.0 g of 14E as a white solid. 1 HNMR (CDCI3): 
54.96 (br, 1H), 2.82 (s, 4H), 1.66 (s, 6H), 1.48 (s, 9H). 
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F. HBHLenzytorZ-i2i^ 

ot Qj;;ic ; nase was v,u^t ieu *vu< i i_ . ^, ^ I ^v^ r * , , ^ . . ■ ^ ' 

650 g of 14F as a white solid. 1 HNMR (CD3OD); (partial) 5 7.55 (d, 1 H), 7.29 (m, 5 
H). 4.52 (m, 1 H), 4.48 (a. 2 H), 3.84 (d of d, 1 H), 3.69 (d of d, 1 H), 1.42 (b, 6 H), 
10 1.38 (s t 9 H). 

G . 3a-(R)-Benzyl-2- methvl-2.3aA 
tartrate 

To a mixture of 5.00 g (20.6 mmol) of the free base of 14D and 3.09 g (20.6 mmol) of 
L-tartaric acid in 80 mL of acetone and 3.2 mL of water was heated under nitrogen at 

15 about 70 °C for about 70 h, during which time the reaction mixture became 3 thick 
suspension and an additional 20 mL of acctono was added. The re^cti?- " :vt,,w 
was cooled slowly to room temperature and then filtered. The solid thai was 
collected was washed with acetone and dried under vacuum to give 7.01 * «r i*C as 
a white c-cl\d. 

20 H. 3a-(R)-Benzyl-2-me^ 

To a suspension of 5.00 g (12.7 mmol) of 14G in 80 mL of methylene chloride at 
about 0 °C was added 1.72 mL (25.4 mmol) of ammonium hydroxide and the mixture 
was stirred for about 15 min. The cold solution was filtered and used immediately in 
the next step. 

25 I. {1-[2-(3a-(RVBenzvl-2-methvl -^ 
c ]pyridin-5-v1M-tRW1H-indo^^^ 
rarhamic add tert-butvl ester 

A mixture of 4.83 g (12.7 mmol) of 14F, the solution from 14G ( 2 60 g (19.1 mmol) of 
HOAT, and 2.45 g (12.8 mmol) of EDC was stirred at about 0 °C under nitrogen for 
30 about 1 h and then warmed to room temperature and stirred for about 16 h. The 
mixture was filtered and the filtrate was washed with saturated aqu ous sodium 



WO 97/24369 



PCT/EB96/01353 



-99- 

bicarbonate and water, dried over M3SO4 and concentrated to gtv* 7.^ n of 141 ^ 

pyr3?olor4.3-do vrtdin-5-ylV1-( RVH H-inHni-^-"irnothvl)-2-oxo-fMhwn ir-nKMivm^i-in 

added 3.5 mL of cold trifiuoroacetic acia and the mixture was stirred lot jt 1 h t u 

about 2 h. The mixture was concentrated and co-evaporated twice with toluene. 
The residue was dissolved in chloroform and washed twice with saturated aqueous 
10 sodium bicarbonate and once each with water and brine. The mixture was dried 
over MgS04 and concentrated to give 594 mg of 14J as an oil. 

Example 15 

2-Amino^-ri-fRH>enzvloxym 

pyrazolo[4.3-c1pv ridin-5*yh-2-oxo-ethvl]-isobut vr amide hydrochlorid e 
15 A. 2-Methyl-3-oxo-2.3.3a.4.6.7>hexa hydro-pvrazolof4,3-c lpyridine-5-carbo xv!ic acid 
tert-butyl ester 

A mixture of 3.00 g (11.66 mmoi) of 3A and 537 mg (11.C3 mmo!) of 
methylhydrazine in 100 mL of ethanol was heated at reflux for about 17 h. The 
mixture was concentrated and the residue was dissolved in 100 mL h!"*ne and 
20 heated at reflux for about 17 h. The mixture was diluted with ethyl aocUl:., and 
washed twice with brine, dried over MgS04 and concentrated. The resldjo was 
purified by silica gel chromatography using an elution gradient of 100% ethyl acetate 

to 5% methanol in methylene chloride to give 2.28 g of 15A as a white solid. 1 HNMR 
(CD3OD): 5 4.20 (s, 2H), 3.67 (t, 2H), 3.43 (s, 3H), 2.58 (t, 2H), 1.43 (s, CI!;. 
25 B. 2j^hvl-2.3a.4,5. 67-hexahydro^ hydroi;^,:^ 
To 510 mg (2.01 mmol) of 15A in 30 mL of ethanol was added 10 mL of 
concentrated HCI and the mixture was stirred at room temperature for about 35 min. 
The mixture was concentrated and the residue was crystallized from methanol/ethyl 

acetate to give 425 mg of 15B as a yellow solid. 1 HNMR (CD3OD): 8 4.27 (S, 2H), 
30 3.71 (S, 3H), 3.56 (T, 2H), 3.05 (T, 2H). 
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Uii>-^^-i *.v ■ iWUv jin '* > -y'r4- Vm>_ , . . , > ■ i .iW>_ j — 

,f - •■ ■ 'I'.od outline J ' * ^ * " 1 r ''* — ■ ^ A . t 1 nn • * ^ r 

" ■ 1 ^nd the residue was piK' f; ' Kv > 

silica gei chromatography (ys:5 v/v memy. — ^nioiia^.mcinciot) to t,iv w ^ ((iJ or 

D. 2-Amino-N-f>R-benzvloxymethvl- 2-(2-me ill vclrQ- 

pyra2olof4.3-clDvridin-5-yn-2-oy n-ethvl]-isobutvramide hydrochloride 

10 To 54 mg (0.10 mmol) of 15C in 30 mL of ethanol was added 10 mL of concentrated 
HCI and the mixture was stirred at room temperature for about 40 min. The mixture 
was concentrated and the residue was precipitated from methanol/ethy! n^ehlo to 
give 50 mg of 1&D. MS (CI, NH3) 41C (ivlir;.. ',iNMR (CD3OD): :\ '] 
5 H). 5.18 (m 1 H), 4.69-4.38 (m, 4 H), 3.88 (in, 1 H), 373 (m, 2 H), 3.68 (s, 2 H), 

15 3.61 (m, 1 H), 2.67 (m, 1 H), 1.57 (s, 6 H). 

Example 16 

l|B)-(1H-indQl-3-vlmethvn-2-QXO-ethvli-jr?^i jtyrsmidfiJ^^ 

A. 7- Rfinzyl-3-oxo-2.3.3a.4.6-7-hexahvdro- Dvrazolo[4.3^clpvridine-5-carboxvlic acid 

A mixture of 800 mg (3.11 mmol) of 3A and 495 mg (3.11 mmol) of ber.r/i- hydrazine 
dihydrochloride in 15 mL of ethanol was heated at reflux for about 17 h. The mixture 
was concentrated and the residue was dissolved in 100 mL toluene phH h^ A d at 
reflux for about 48 h. The mixture Vu3 diluted v;'*h ethyl acetate, rr 1 — iv."-<? 
25 with brine, dried over Na2^04 and concentrated. The iWiJus wai» purified L, ^iico 
gel chromatography using an elution gradient of 100% ethyl acetate to 5% methanol 
in methylene chloride to give 530 mg of 16A as a tan solid. MS (CI, NH3) 330 

(MH + ). 

B. P-BenzyU2.3a.4.5.6.7-hexah ydro-pvrazolof4.3-c1ovridin-3-one hydrochloride 
30 To 411 mg (1.24 mmol) of 16A in 30 mL of ethanol was added 10 mL of 

concentrated HCI and the mixture was stirred at room temperature for about 30 min. 
The mixture was cone ntrated and the residue was crystallized from methanol/ethyl 
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acetate 5o give 333 mg of 16B 3G a yclbv; z~.\\± MG (CI, NM3) 2?C ( T " I 4 -). 1 Hf ^ 
' ^ _ ' ). . 7.337.53 (fn, 5M), 3.33 | ' 3 31 I), 3.33 7! [\ " . 

yl)-prupiui.iv u„ J 

5 To a stirring ^- of 30. R q (0.15 mo!> nf ^ * Mnnhpp. 30.4 a (0 ?n * m 

melhylrnorpholine in 450 mL of (4:1) diuxane:water, was added 45.0 j (J. 13 ;.*.;.!) of 
V3 . stirred Lr ' ~" * . '7.^.^ dicxano . J L, 

evaporation and water and ethyl acciu^ v.^re added to the mixture. ";,,c h ' I of the 
solution was adjusted to 3 with concentrated HCI and the layers wore scpaiated. 
10 The organic layer was washed with water and brine, dried over MgS04 and 
concentrated. The residue was crystallized from ethyl acetate/hexanes to give 37.0 
g of an off-white solid. 

fm-(1H-indo[-3- vl melhvlV2-cxQ-e , ,hvlcarba^.-' '' , - l-'-: t .?-v! .;:;,■!}-:,., L..:/>: ' ' 
15 butvl ester 

According to the method outlined in General Procedure A, 100 mg (0.38 mmol) of 
16B and 202 mg (0.53 mmol) of 1GC were coupled and (he residua wac T:j-J !> y 
silica gel chromatography (95:5 v/v methylene ch!oiide:iiietl:snc!) t: z' r -~ 45 ' - ng of 
1 60 as a white solid. MS (CI, NH3) 601 (fv'iH + ). 

20 E. 2-Amino-N-f2-(2-benzyl-3-oxo-2 3 3a 4 6 7-hexahvdro-pvrazolo|4 .3.cl ;:vr:din- 
5-vlV1-mVMH-indol-3-ylmet hylV2-oxo-e;hyl)-;o^Lw;;. iiJ j >.yj?c">':::.^ 
To 45 mg (0.07 mmol) of 16D in 60 mL of ethanol was added 20 mL of concentrated 
HCI and the mixture was stirred at room temperature lor 35 min. The mixture ucs 
car.."nti£.t3d and the residue wzz r ".";.i,.!t3ted from methane!/:.!;:,! So y"^ 

25 30 mg of 16E. 1 HNMR (CD3OD): (partial) 8 7.40 (m, 4 H), 7.25 (in, 3 H), 7.11 <m, 2 
H), 6.96 (m, 2 H), 6.81 (m, 1 H), 5.38 - 4.93 (m, 3 H). 4.46 (m, 1 H), 4.22 (m, 1 H). 
3.96 (m, 1 H), 3.69 (m, 1 H), 3.18 (m, 1 H), 2.28 <m, 1 H), 1.57 (m, 6 H),1.38 (m, 1 
H). 
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A. 3-Melhvl-^o-o-DiDeridine-1.3-dicG:L o,^: — : J 1 t:ri butvi : l ^LTl r M ^ 
5 ester 

To a i)^. »'i!or> oi ^.00 y (/ T .7 / niiii^ty ^. i -ji ■. ,n 4 ... 

mmni) sodium ^/' v ' ' rvi h; — ; :ri ; | n-- ^- si : *7~ ! r.t rr — 

temperature for about 25 min. To tl^ stirring solution was add; J O.Z? mL (7.77 
mmol) of methyl iodide and the mixture was stirred for about 17 h at room 
10 temperature. The mixture was diluted with ethyl acetate and washed once with 
water and four times with brine, dried over MgSCU, and concentrated. The residue 
was purified by silica gel chromatography (7:3 v/v hexane:ethyl ace'^te) to give 1.75 
fJ - < - * ' it. MS (CI, r ' v ^ " " " 

15 carboxylic a cid tert-butv) ester 

A mixture of 1.62 g (9.50 mmol) of 17A and 435 mg (9.50 mrnoi) of methyihydrazine 
in 3D mL of ethcnol was her'-vd at reflux r?r ?hr«t A h. mixture w-s 

concentrated and the residue was disseized in 50 mL toiuene and h-r'_ i at reflux 
for about 14 h. The mixture was diluted with ethyl acetate, and \va:! ci U.ice with 
20 brine, dried over Na2S04 and concentrated. The residue was purified by siiic^ ge! 
chr-.m-*-3-r r ;!v/ (7:3 v/v hc;:cr.c:c! u : ,? * . ;,c : ~ ■'" rn ~" ~ solid. 

MS (CI, NH3) 268 (MH+). 

C. 2 ,3a-(K.3)-Pi rnethyl-2.3a 4 .5.6.7-hexJivJ. -CVr^Svfl.: :;rvr:^.? 

25 To 1.00 g (3.74 mmol) of 17B in AO mL of ethanol was added 5 mL of concentrated 
HCl and the mixture was stirred at room temperature for about 35 min. The mixture 
was concentrated and the residue was crystallized from methanol/ethyl acetate to 
give 850 mg of 17C as a white solid. MS (CI, NH3) 168 (MH + ). 
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D. (1-H-(R)-Benzyloxymethyl-2-(2.3v(rc ^ ; methvl-3-oxo^ ,i - \ 

hoCOi jtiij » j itiwinuu cuiiin ^ u . w - . . ^ , ^ ^ . - > ^ , , 

5 17C and 514 mg (1.35 mmol) of 1E were coupled and the residue was pur by 

E. P-Amino-N-H-fRVbenzyloxvme^y 1 ^-^ ^-fR.S)- dimet K vl ^ — - 
2.3. 3a.4,57-hexahy drO"Pvrazoto[4.3>c)pvrldln- 5-vn-2-oxo-ethviI-' co^i J '■?. 

10 hydrochloride 

To 173 mq (0.33 mmol) of 17B in 40 mL of elhano! was added 15 ml. of 

concentrated HCI and the mixture was stirred at room temperature for about 1 h 

The mixture was concentrated arr! the residue wrr; diluted v.;:. 1 *' j 

Wcs^iicu with saturated aqueous , . '^.mn^ anJ u t i t ,r, t t 

15 and the residue was purified by silica gel chromatography using an eiution gradient 
of 100% ethyl acetate to 10% diethylamine in ethyl acetate. The residue was 
dissolved in ethanol and acidified with aqueous HCI. The mixture was concentrated 
and the residue was crystallized from rnethanol/elhyl acetate to give 65 my of I7£ as 
a while pniid. MS (CI, NH3) 502 1 HNMR (CD3OD): (p^zl) Z 7.22 5 H), 

20 5.14 (m, 1 H), 4.53 (m, 3 H), 3.71 (m, 3 H), 2.57 (m, 1 H), 2.83 (m, 1 U), 2.C7 (:r\ ; 
H), 1.9B fm, 2 H), 1.61 (m, 6 H), 1.38 ? 1 

Example 18 

c]pvridin-5-vn-l-(R)-benzyloxymethyl-2*oxo-ethyl]-is obut yramide hydrochloride and 
25 2-Amino-N-[2-f3a-fSVben2vl-3-oxo-2.3.3a.4.6.7-he xahvdro-Pvrazolo[4 3- 

c1Pvridin'5-vl)-1-fR)-benzvloxvmethvl-2-oxo-ethvl)-isobutvramide hy drochloride 
A. 3-Benzyl-4-QXQ-pipgridine-3-carbQxylic acid methyl ester 
To 200 mg (0.58 mmol) of 3B at about 0 °C was added 5 mL of cold trifluoroacetic 
acid and the mixture was stirred for about 1 h. The mixture was concentrated and 
30 the residue was co-evaporated with ethyl acetate and hexane. To the residue was 
added 2N NaOH to make it basic and the mixture was extracted with chloroform. 
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The combined organic extracts were dried ever r^S04 and concenlraied \?> 




Accoiuiny to t;^ .ud outlined i t t '^.^;u! . 



bUCl J.UH y (O.U li'lfHUt/ Wi i i Vtfwiw r yi- ...... 

give b2u my of less polar 18B Uom*,f I unJ 1.1*5 g more poidf 1C*J Ijoi„h 2. 
(CI, NH3) 6 VI (MH + ) for both isomers. 
10 C . {l-[2-f3a-(R.SVBenzvl-3- oxo-2.3.3aA67-hexahvd ^ 

S- yn-Wm-ben z yloxyme^ acid 

tprt-^ i-'lvLesier 

342 mg (2.63 rnmoi) of hydrazine sulfate and 431 nvj (J.2u uuwJ.) sodium * , 
15 and the mixture was heated at reflux fcr about 17 h. The mixture ^n^oMfatud 
and the residue was diluted with ethyl acetate and washed with saturated aqueous 
sodium bicarbonate and brine, dried over MgSO^ and concentrated. The resiu"<2 
was purified by silica gel chromatography using an elution gradient of 75% ethyl 
acetate in hexane to 1UU% ethyl acei^e to give 550 nij J ISC lew,,,./ \ . 
2U To a solution of 1.14 g (1.86 rnmoi) of 18B isomer 2 in 20 mL of clhanoi was added 
485 mg (3.73 rnmoi) of hydrazine sulfc'.j nr. J C13 mg (7.48 rnmoi) o f ~— — estate 
and the mixture was heated at reflux for about 17 h. The mixture was concentrated 
and the residue was diluted with ethyl accir'o ?nd washed wHh *ri — — * 

sodium bicarbonate and brine, dried over MgS04 and concentrated. The residue 
25 was purified by silica gel chromatography (75:25 v/v ethyl acetaWhexane) to give 
710 mg of 18C isomer 2. 
D. 2-Amino-N42-(3a-(RVbenzv^ ^ 

r. }pyridin-5-vivi-(R>-benzvioxvme thyi-2-oxo-ethvn-isobutvramide hydrochloride 
To 200 mg (0.34 mmol) of 18C isomer 1 in 12 mL of ethanol was added 6 mL of 
30 concentrated HCI and the mixture was stirred at room temperature for about 2.5 h. 
The mixture was concentrated and co-evaporated three times with ethanol to give 20 
mg of 18D i om r 1. MS (CI, NH 3 ) 492 (MH + ). 1 HNMR (CD3OD): (partial)6 8.42 
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(brd, 1 H), 7.35 (m, 5 H), 7.18 (m, 5 H), 5.23 (m. ? H). A. 91 (m, 1 H), 4.5-1 (m. A H\ 
3.80 (m. 2 HV 3.Pn ^. 1 H), 3.12 (m. 1 HV 3 07 t i-n ->.fi1 (m, 3 H>. 1 .<=>-> 
II), 1.39 ■< H). 

I- n A - ' "1 - /CM V -^-wl l.nv,* " ^ ^ • / t ' ' » - ' ' - - r^wr-^-p. - i -■ ' ^ 

r.r - -''i^rHiwi ', K'.l ?>n-1 the mixlir * " '•. ' ^ ^^'-' r i* • - 
Th** nrvvt'ire va/^s concentrated an i --^.-v- ■ i^d tijrec .." ! ' w ' 

mg of 18E isomer 2. MS (CI, NH3) 492 (MH + ). 1 HNMR (CD3OD): (partial) 5 G.20 
10 (br d, 1 H), 7.30 (m, 5 H), 7.11 (m, 4 H), 6.88 (m, 1 H), 5.29 (rn, 1 H), 4.02 (m, 1 H), 
4.62 (m, 3 H), 3.91-3.70 (m, 3 H), 2.22-2.95 (m, 3 H), 2. 65 (rn, 3 H), 1.57 (m, G H), 
1.30 (m, 1 H), 0.89 (m, 1 H). 

dihy dr ochlo r id e 

A. 4-Oxo-3-(R. S)-thiazol-4-vlmethyl-Diperidine-l 3-dicarboxvlic aci d 1-tert -bu tyl 
ester 3-ethyl ester 

t- - solution of 300 mg (1.10 mmo'; ->f 1A in 5 ml cf THF at cbo'jt C n C va: ?d^d 
20 57 mg (1.65 mmol) of sodium hydride (60% oil dispersion) and the mature- was 
stirred w ~^out 30 min. A solution mg ( 1.11 mmoi) rf 4-r^'-- --'hyl- 

thiazole (Hsiao, C. N; Synth. Comm. 20, p. 3507 (1990)) in 5 mL of THF was added 
to the cold sol' 'lion, followed by &7 mq (0.53 nn^l) of n^'^si"^ i^-'i'-'o ->mc' 
mixture was heated at reflux for about 17 h. The mixture was diluted with water and 
25 extracted with ethyl acetate. The combined organic extracts were dried ovor 
Na2S04 and concentrated and the residue was purified by silica gel chromatography 
(7:3 v/v hexane:ethyl acetate) to give 90 mg or the title compound. MS (CI, NH3) 

648 (MH + ). 

B. 2-Methvl-3-oxo-3a-(R.SVthi^ 

30 pyrazolo[4.3-c1pvridine-5-carboxylic acid tert-butvl ester 

To 90 mg (0.24 mmol) of 19A in 2 mL of ethanol was added 11.2 mg (0.24 mmol) of 
methylhydrazine and the mixture was heated at reflux for about 17 h. An additional 
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33.6 mg (0.72 rnmol) cf methylhydrazine w^s ~:' the mi::t*jrc war 



3 ml of lo'v. ci; ' '^n'^j at iv*"- r *~f 



i. ir;yi n Hi iiOr^utJAO-tjj-'jjidi^iJjvij.-i v 

A mixture of 44 mg (0.10 rnmol) of 19B in 1 mL of 4M HCI in diox^.j wns stirrod at 
room temperature for about 4 h. The mixture was concentrated and co-evaporated 
10 with methylene chloride to give 40 mg of 19C. MS (CI, NH3) 251 (MH + ). 

D. {1 -[ 1 -f RVB enzyloxvmeth vl-2-f 2-methv l-3-oxo-3 a-(R.SHhi azcM^yJmgjbv.[i 

-> 7 "''> A H 7..hovnh\Hi - n.rivrn'ylnr4 "J -I,-. c ,,t\.-> „vn.r»h"''--r»" 1 -im'wll.* ,-~tl-...t 

According to the method outlined in General Procedure A, 40 mg (0.12 rnmol) oi : -C 
15 and 39 mg (0.12 rnmol) of 14F were coupled and the residue was purified by silica 
gel chromatography (9:1 v/v ethyl acetate:hexane) to give 40 mg of 19D. MS (CI, 

NH3)613(MH + ). 

E. ?-Amino-N-[1-fR)-benzvloxvmejiw^ 
ylmethvl-2.3,3q, 4.67-hexahvdro- pvrazolo[4^ 

20 jsobutyiM^eJII^lracbjQDcle. 

A mixture of 40 mg (0.06 rnmol) of 19D in 1 mL of 4M HCI in dioxane was stirred at 
room temperature for about 5 h. The mixture was concentrated and co-cvnporsted 
with methylene chloride to give 40 .T15 c! 19E. MS (CI, NH3) 513 (MH + ). 

Example 20 

25 ?-Amino-N-r2-(3a-fR Vhenz yl-2-meth vl-3-ox i 
p]p yridin-5-vh-i f rim H-ind oi-3-vlmethvn=2j$jKc^ Uartar]c_acid. 
salt 

To 4.6 g of the title compound of Example 14 in 20 mL of methanol, a solution of 
1.36 g of L-tartaric acid in 20 mL of methanol was added at about 0° C. The mixture 
30 was warmed to room temperature, stirred for about 40 min and concentrated in 
vacuo. The residue was diluted with 220 mL of ethyl acetate, heated at reflux for 



WO 97/24369 



PCT/IB96/01353 



-107- 

ahout 1.5 h, th^n stirrpH at about 7?° C f^ r i^i't in h Th^ 1 mN*' ,rn w^<= ^.^in^ f~ 

5 3-Benzv l-3- r ,i r t tbovvra rbonylmethvl-4-o xc ^ ]t r" . ' -i-carboxylic acid ' 
A. 3-Ben?.yM-oxO'nin^nHine-1- carbo xv iTr . acH tor* ori Pr 

mixture was cooled to room temperature and extracted with EtOAc (3 x 100 mL). 
10 The combined extracts were dried and concentrated in vacuo. The cruJ; product 
was chrcmatographed on Si0 2 using 20% elhy! acetate/hexanes lo give \Z2Z ^ 
the desired product as a yellow oil. 1 H NMR (^du hi\u f CDCi 3 ): d: 7,4 (rn, 5Hj, 4.2 

15 B. 3-Benzyl-3-methoxvcarbonylmethvl-4-oxo-piperidine-1-carboxvtic acid tert- 
butyl ester 

A solution of the product from Step A of Example 21 above (1320 rr^, 4.53 
mmol) r pyrrolidine ( 972 mg, 13 mmoi) and p-toluenesuifonic 3cid (33 mg) in 
benzene (30 ml) was refluxed through 3;; molecular sieves for about 17 h. The 

20 reaction mixture was cooled to rocm t^n*^ crL-vjre .and cor^ontraLJ //: .o. Tr.o 
residue was dissolved in benzene (13 mi) and cooled to cbcut 0 °C. M:thyl 
bromoacetate (1530 mg, 10 mmo!) w;-g added dropwice. The react; .n rr.ixtjrj wds 
slowly allowed to warm to room ttrmpu'alure and then was he.:LJ u. i.: reflux for 
about 17 h at which point H 2 0 (5 mL) was added. After rcfluxing for about another 2 

25 h, the reaction mixture was cooled to room temperature and extracted with L\^S z (3 
x 100 ml). The combined organic extracts were dried and concentrated in vacuo. 
The crude residue was chromatographed on SKVgel using 15% ethyl acetate/ 
hexanes to give 280 mg of product. 1 H NMR (250 MHz, CDCI 3 ): d 7.35 (rn, 5 H), 4.5 
(m, 1 H), 3.8 (s, 3H), 3.4 (dd, 1 H), 3.1 (m, 1 H), 2.85 (m, 4H), 2.6 (m, 1 H), 2.4 (m, 1 

30 H), 1.5 (s, 9 H); MS (APCI): 362 (M+1). 
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Exarnpie 22 

was hoatcu to auuut Lebu Lu^ . - , - ■ ^-o nr.,. y 

5 small puitiwuo u.- y ..^:.:3h yellow su\-^.. ' ^ "*boi;l 4C 

The !V>>;\:: ,n. t i;.2«> n-. mr^!) >' ddJ..J, ' " u " — : r - 

i *■ ■ ( * • 

concentrated /'n vacuo and ihe residue was aissuivcd in emur (IUU im; ; ;u un. — '. 
The filtrate was washed with 3N I l 2 S0 4 (3x), dried and concentrated to give G 15 mg 
10 of a yellow solid. Flash chromatography over Si0 2 -gel using 25% ethyl 
acetate/hexanes provided 368 mg cf dcied product . il N?.'?. (' 
CDCI 3 ): d 7.15 (m. 5 H), 4.4 (s, 2 H), 3.7 (s, 5 H), 2.6 (s, 2 H), 1.5 (s, SH); MS 



Example 23 

15 ( n )-3-Amino-3 - (2.4^ichloro-benzvlox v^ 

A. (DV2-tert-Bi .i t"xyrarbonylamino-3 -f 7 4-dichloro-be nzvloxv)-propimlc_acld 

To a stirred solution of Boc-D-serine (3.2 3, 40 rr.mol) in DMF (75 m!} Pt 
about 0°C was added NaH (60% dispersion, 3.2 g. 80 mmol) over about a 10 minute 
period. The reaction mixture was stirred for about 1.75 h at about 0 °C, then abcut 

20 0.25 h at room temperature. After coutii*^ to about 0 °C, a solium cf 2,4- 
dichlorotoluene (5.56 ml, 40 mmol) in DMF (5 ml) was added drtpwics. The 
reaction mixture was allowed to warm to sboul 23 °C and was stirred for about 17 h, 
then was partitioned between di icopr -. H /~t"-' ™d MCI. T l - * ? ■■• 
was extracted with di-isopropyl ether (2x). The combined extracts 'vnra washed wi": 

25 saturated aqueous brine, dried and cun--entratoJ ^ jivo 1-S.7j oi crjJ; p-r' '. 
which was used without further purification. 'H NMR (400 MHz, CDCI 3 ): d 7.6-7.2 
(m, 3 H), 5.4 (d, 1 H), 4.6 (s, 2 H), 4.0 (d, 1 H), 3.8 (dd, 2 H), 1.1 (s, 9H); MS (APCI): 
264,266 (M+1.M+2). 

B. rnw.Amino-3-f2 4-dichlor o -hflnzyloxvVorooionic acid hydrochloride 
30 The product from step A of Example 23 above (14.7 g, 40 mmol) was stirred 

in 4 M HCI/dioxane (100 ml) for about 17 h. The reaction mixture was concentrated 
in vacuo to give 12 g of a pale yellow solid (100%). MS (APCI): 265 (M+1). 
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Example 24 

pi. 




MM. 



1 2 

wherein R is -CH 2 -phenyl and R is methyl, was synthesized in ?n anak'nous 
5 manner to the procedures described in Examples 3C to 3F using the Ltlvi compound 
of Example 21 as starting material. Doth the R,R and S,R diastereornjfi (* in-Ji jctcs 
the other stereoisomer center at the C-3 ca;b'jn of the above st, ujlurc) v.u 
isolated. Mass spec. (M+1)= 520; MS method ~ particle bombardment. 

10 Examples 25 and 26 having the formula shown below, 




wherein for both examples 25 and ZZ \C Ij phenyl and 7X 7 is mcJ.)!, ^; ( .^ .xj, (th !j 
25 is the R,R isomer and example 26 is the S,R isomer. Examples 25 and 25 were 
synthesized in an un*!c:;;^5 manner tc t!,, ^CwJ„r_;, J^^ibed in Dc.,,^;^ 3C L 
15 3F us:;;y the ccmpc.:nd of Example 22 aj material u^ovvlJ by 

chromatographic sepaiauon of the two separate isu.nuo. Mass spec, of each 
example (M+1)=493, MS method- particle bombardment. 

Examples 27- 159 

Examples 27 to 159 listed in the table below, were prepared according to the 
20 scheme illustrated below by coupling the appropriately substituted pyrazalone- 

piperidine of formula I (in the below scheme) with the (D)-OBnSer derivative II (in the 
below scheme) in an analogous manner to the procedures described in Examples 3E 
and 3R 
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HO, ^. tt X.. ,NH3oc 

j! 
0 



/ ^ 



r 



0 H 



X 
/\ 



The pyry2/!L..--pipL.;j..it'S of fut;: ,,, :i. * • ' ( ^par^J ^.J, . , . . .j 

5 procedures described in Examples 3D GirJ 3C starting with the appropriate r!!; /L-t'r.j 
agent and alkylhydrazine; the (D)-OBnSer derivatives (il) were prepared in three 
steps analogously to lh-j procedures described in E-?r\; 22A, Evpmple 222 nni 
Example 5F. 




Ex.# 


Isomer R 2 


R 1 = -CH 2 -A 1 


Ar 


MS 


MS 

Method 


27 


dl 


H 


2-pyridyl 


phenyl 


493 


PG 


28 


dl 


H 


4-thiazolyl 


phenyl 


499 


P3 


23 


d2 


H 


A Ui'.azoly! 


phenyl 


400 


P3 


30 


dl 


H 


5 thiazolyl 


phenyl 


439 


APCI 


31 


d1 


Me 


phenyl 


2,4-di-CI-Ph 


574.5 


APCI 


32 


d1 


Me 


phenyl 


2,4-di-F-Ph 


542 


PO 


33 


d1 


Me 


phenyl 


[2.3-0-CH 2 -0]Phenyl 


550.2 


PB 


34 


d1 


Me 


phenyl 


2-CF 3 -Ph 


575 


PB 


35 


d1 


Me 


phenyl 


2-Me-Ph 


520 


PB 


36 


d1 


Me 


phenyl 


2-pyridyl 


507 


PB 


37 


d1 


Me 


phenyl 


3,4-di-F-Ph 


542 


PB 


38 


d1,2 


Me 


phenyl 


3.5-di-CF 3 -Ph 


642 


PB 


39 


d1 


Me 


phenyl 


3,5-di-CI-Ph 


576 


APCI 
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40 

M U 




Mp 

IVI c 


nhpnul 
pi id ly t 


o~o I 3 ' ' * 




A PC I 


41 


dl 


Me 

t *■ 


phenyl 


n ^ « pi. 

O wl-t' 1 ] 


540 


/■ *■ ' ' 










~» r « • r • 
^ r v~> p' 






45 


d1 


Me 


phenyl 


4-Ci-Ph 


540 


PB 








. iL. i i j t 








47 


dl 


Mo 


ohenvl 




513 




4b 


d1 


Me 


phenyl 


5-thiazolvl 


513 


APCI 


49 


d1,2 


fvitj 


phenyl 


l 1 fc« ( U V A l^J V> 1 J 1 


547 




50 


d1 


Me 


phenyl- 


4-Dvrimidinvl 


508 


PR 


51 


d1,2 


Me 


4-Ph-Ph 






APT' 


52 


d1 2 


Me 


4-Ph-Ph 


2-Dvridvl 

p y i 1 vi y i 






53 


d1 


Me 


4-F-Ph 


nhenvl 


524 


pn 


54 


d2 


Me 


•i-F-Ph 




524 


p ^ 


55 


d1 


Me 


4-F-Ph 


3-CI-Ph 


558 


PB 


56 


d2 


Me 


4-F-Ph 


3-CI-Ph 


558 


PB 


57 


d1 


Me 


4-F-Ph 


3 4-di-F-Ph 


560 


APCI 


58 


d2 


Me 


4-P-Ph 




SRn 

JUU 


APP I 


59 


d1,2 


Me 


4-F-Ph 


2-pyridyl 


525 


APCI 


60 


d1,2 


Me 


4-F-Ph 


2-CF 3 -Ph 


592 


APCI 


61 


d1 


Me 


4-CF 3 -Ph 


4-CI-Ph 


609 


APCI 


62 


d1,2 


Me 


4-CF v Ph 


4-CI-Ph 


0C 3 




63 


d1,2 


Me 


3-Dvridvl 


phenyl 


508 


PR 


64 


d1 


Me 


3-Dhenvl 

w pi 1 1 J 1 


^-nvririvl 

vj p y i ivj y i 


JuU 




65 


d1 


Me 


2-auinolinvl 


nh^nvl 

p» ici i y i 




PR 


66 


d2 


Me 


2-quinolinyl 


Dhenvl 


594 


PB 


67 


dl 


Me 


2-pyridyl 


phenyl 


506 


PB 


68 


d2 


Me 


2-pyridyl 


phenyl 


506 


PB 


69 


d1,2 


Me 


2-pyridyl 


3-F-4-CI-Ph 


559, 561 


APCI 


70 


d1 


Me 


2-pyridyl 


3-CI-thiophene 


547, 549 


APCI 


71 


d1 


Me 


2-Dvridvl 


3-CFo-Ph 


575 


PR 


72 


d1.2 


Me 


2,4-di-F-Ph 


3 ( 4-di-F~Ph 


579 


APCI 


73 


d1,2 


Me 


2,4-di-F-Ph 


2-pyridyl 


544 


PB 


74 


d1 


Me 


4-thiazolyl 


phenyl 


513 


APCI 


75 


d2 


Me 


4-thiazolyl 


phenyl 


513 


PB 
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76 


dl 


Me 


5-thiazolyl 


7 / 


U I 


et 

—* * 


z-pynoyi 


* • 
81 


' 

d1 


U-t. 

Ei 




b>: 


cJ2 






83 


d1 


bl 


2,4-at-r-r n 


84 


d2 


Et 


2,4-di-F-Pn 


85 


dl 


£i 


2,4-di-F-Ph 


86 


d2 


Et 


2,4-ai-r-Pn 


87 


d1 


Et 


2-pyiidyi 


88 


d2 


Et 


2-pyridyl 


89 


dl 


Et 


4 /"* t~ nu 

4-CF 3 -Pn 


90 


d2 


U 


'i-CF 3 -Ph 


91 


d1 


Et 


a r* Pit-. 

4-CF 3 -Pn 


92 


d1 


Et 


4-Or 3 -rn 


93 


d2 


Et 


4-Cr 3 -rn 


94 


d1 


Et 


4-Crl 3 -Pn 


95 


d2 


Et 


4-CH 3 -Ph 


96 


d1 


Et 


4-CI-Ph 


97 


d2 


Et 


4-CI-Pn 


98 


d1 


Et 


4-OI-rn 


99 


d2 


r — i 

Et 


4-Ul-rn 


100 


dl 


Et 


4-CI-rn 


101 


d2 


Et 


4-CI-r n 


102 


d1 


Et 


4-F-Pn 


103 


d2 


Et 


4-r-rn 


104 


0 I 


ti 


4 P Ph 




HO 


Et 


4-F-Ph 


lUb 


01 


Et 


4-Me-Ph 


107 


d1,2 


Et 


4-Me-Ph 


108 


d1.2 


CF 3 CH 


2 phenyl 


109 


d1 


CF 3 CH 2 phenyl 


110 


d1 


CF3CH2 phenyl 


111 


d2 


CF3CH2 phenyl 
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phenyl 


513 


PB 




r ^ ^ 

w i 


t 


O ,1 Hi f* IJK 




a pr' 

r » _ 1 


Ul i » . • 




/ 


2 3 -i it 




A ^ *"* ' 


0 0 c nu 

2-Or 3 -Pn 




APPI 


O, rUI 1 til 


593 


apc; 


0,4-01-r-rn 




r\ f 1 




r 

U ^ ( 


PP 


0 >i A'. r~ nu 

3,4-dl-r-rh 


U J/ 


r D 


2,4-di-i f ii 




Ml i 


2, J ■ ;i i 






o-Ol-rn 




APP t 


>1 PI Ph 




APCI 


^ pi Dh 




APCI 


*5 PI Dh 


OUO 


APP! 


n 01 Dh 


ODO 


APPI 


n j j; r nu 

J,4-dl-r-Kn 




PR 


1 a a\ n Dh 
0,4-ai-r-rn 




PR 


^ Hi Pi Ph 
J- j-UI-b!-r n 




PB 


0 c j; ri ph 


0^ ^, 


PR 


3-U-rn 


joy 


PR 






PR 


0 4 -1; r nu 


O/ *t 


PR 


o.vQi-r-rn 




pri 


O wi t ' t 


572 


APCI 


VPI-Ph 


572 


APCI 




602 


APCI 


0 /i -4: r* Dh 


Of \J 


APCI 


4-thiazolyl 


595 


APCI 


3-CF 3 -Ph 


642.3 


APCI 


3,5-di-CI-Ph 


643 


APCI 


3 t 5-di-Cl-Ph 


644 


APCI 
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112 


d1 


CF3CH2 


phenyl 


3,4-di-F-Ph 


610.2 


APCI 


in 


<*?. 


pr ~,CH 2 


phenyl 


2 < ri\ r ni, 






1 1 




^ - . . 






G43 














.... . 


. 


1 1 / 


d i 




phuiiyl 
• 


0, , ''ii 
... : - 


. 'J . «. 




113 


di.r. 




phenyl 


At - r- .' 


G9o 


A 


120 


d1,2 


CF3CH2 


2,4-di-CI-Ph 


2-pyridyl 


643 


APCI 


121 


dl.2 


CF3CH2 


2,4-di-CI-Ph 


4-thiazo!yl 


619 


APCI 


122 


d1 


CF3CH2 


2,4-F-Ph 


2-CFj-Ph 


679 


APCI 


123 


d2 


CF3CH2 


2,4-F-Ph 


2-CF 3 -Ph 


679 


Arc 


124 


d1 


CF3CH2 


2,4-F-Ph 


3.4-di-F-Ph 


647 


APCI 


125 


d2 


CF 3 CH 2 


2,4-F-Ph 


3,4-di-F-Ph 


647 


APCI 


•1 2? 


d'l P 


r.c.ru. 


?, l-F 




. - 


r :' 


127 


d1 


CF 3 CH 2 


2-pyridyl 


2,4-di-CI-Hh 


643 


A.'w: 


128 


d2 


CF3CH2 


2-pyridyl 


2,4-di-CI-Ph 


643 


APCI 


129 


d1 


CF 3 CH 2 


2-pyridyl 


2,4-di-F-Ph 


611 


PB 


130 


d2 


CF3CH2 


2-pyridyl 


2,4-di-F-Ph 


611 


PB 


131 


d1 


CF3CH2 


2-pyridyl 


2-CF 3 -4-F-Ph 


661 


APCI 


132 


d1 


CF3CH2 


2-pyridyl 


2-CF 3 -Ph 


643 


PB 


133 


d2 


CF 3 CH 2 


2-pyridyl 


2-CF 3 -Ph 


643 


PB 


134 


d1 


CF 3 CH 2 


2-pyridyl 


3.4-di-F-Ph 


- 611 


PB 


135 


d2 


CF3CH2 


2-pyridyl 


3,4-di-F-Ph 


611 


PB 


136 


dl 


CF3CH2 


2-pyridyl 


3,5-di-CI-Ph 


643 


APCI 


137 


dl 


CF 3 CH 2 


2-pyridyl 


3-CI-Ph 


609 


PB 


138 


d1 


CF3CH2 


2-pyridyl 


3-CI-thiophene 


615, 617 


APCI 


139 


di.2 


CF3CH2 


2-pyridyl 


3-F 1 CI Ph 


G27, 629 


APCI 


140 


d1 


CF3CH2 


2-pyridyl 


3-OCF 3 -Ph 


659 


APCI 


141 


d1 


CF3CH2 


2-pyridyl 


4-CI-Ph 


609 


1 u 


142 


d2 


CF3CH2 


2-pyridyl 


4-Ci-Ph 


609 


pn 


143 


d1,2 


CF3CH2 


3-pyridyl 


2,4-di-F-Ph 


612 


APCI 


144 


d1,2 


CF3CH2 


3-pyridyl 


2-CF 3 -Ph 


644 


APCI 


145 


d1,2 


CF3CH2 


3-pyridyl 


4-CI-Ph 


610 


APCI 


146 


d1 


CF3CH2 


4-CH 3 -Ph 


3-CI-Ph 


622 


APCI 


147 


d2 


CF3CH2 


4-CH 3 -Ph 


3-C1-Ph 


622 


APCI 
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\Aj (J2 -.oil, 4-CI-F J h 
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3,4-di-F-Ph 



G44 



PB 



it. j dl Ci'.JH 2 4-C!-Hh 

k ; dl CF.CH-, 4-F-Ph 

155 62 Ur 3 vh 2 4-F-Ph 

156 d1 CF3CH2 4-F-Ph 

157 62 CF 3 CH 2 4-F-Ph 

158 d1,2 CF3CH2 4-Me-Ph 

159 d1,2 Ct- 3 vj;-t 2 4-Me-Ph 
Note: in the above table, the isomer designation refers to the stereochemistry ai me 

C.-3 position (inciic-!-: 1 ».h« "" i - the struc".!-: " f r'n«riH;n,> 

d1 and d2 ret^r I i ers that were cnromat se^di.-'. d, c i,2 tel .. o ' . 

mixture of isomers. Abbreviations used in the table above era: Ph is phery'; PB is 

5 particle bombardment; and APCI is atmospheric pressure chemical ionir^i-n. The 

following are NMR data for the compounds of the above table as indicated. 

Example 37: 1 H NMR (400 MHz, d4-MeOH): d 7.2 (m, 5H), 5.2 (t, 1H), 4.6 (m, 3H), 

3.8 (d, 2H), 3.1 (d, 1H), 3.0 (s, 3H), 2.6 (dd, 2H), 1.6 (s, 6H). 

Examples 67 & 68: 1 H NMR (300 MHz, d4-MeOH): d 8.85 (s, 1H), 8.6 (t, 1H), 8.1 (d, 
10 1H), 8.0 (t, 1H), 7.35 (s, 5H), 5.15 (s, 1H). 4.5 (bs. 3H), 3.65 (m,2H). 3.65 (m.2W), 
3.2 (s, 3H), 2.75 (m, 2H), 1.65 (s, 6H). 

Example 128: 1 H NMR (400 MHz, d4-MeOH):d 8.8 (s, 1H). 8.6 (s, 1H), 8.5 (t, 1H), 
7.96 (t, 1H). 7.9 (d, 1H), 7.45 (d, 1H), 7.33 (d, 1H), 5.2 (s, 1H), 4.6 (s, 3H), 4.4 (m, 
1H), 4.2 (m, 2H), 3.9 (m, 4H), 3.5 (m), 3.2 (m, 2H), 2.8 (dd, 2H), 1.6 (s, 6H). 

15 Examples 129 & 130: 1 H NMR (400 MHz. d4-MeOH): d 8.7C (3. 111). E.fiO (t, 1H), 

7.92 (dt,2H), 7.43 (q. 1H), 6.90 (t, 1H), 5.20 (m, 1H),4.90(m), 4.30 (m, 11!). 4.20 (m, 
1H). 3.7 -3 4 (m), 3.30 (s,2H). 3.20 (m, 1H), 2.80 (dd, 2H), 1.60 (s,6H). 
Example 137: 1 H NMR (300 MHz, d4-MeOH): d 8.7 (1, 1H), 8.45 (t, 1 H). 7.9 (t, 2 
H), 7.25 (m, 4 H), 5.2 (m, 1 H), 4.95 (d, 1 H), 4.6 (s, 2H), 4.3 (m, 1 H), 3.8 (t, 2H), 3.5 

20 (dd. 2 H), 2.8 (m, 1H), 2.8 (dd, 2 H), 1 .6 (s, 6 H). 



3-C!-r . - '"■ 

3,4-di-F-t-Ti old t d 

3,". , , C13 

3-Cl-Ph 625 PB 

3-CI-Ph 626 PB 

2-CF 3 -Ph 656 APCI 

3.4-di-r-:"!. 624 A 
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Example 138: 1 H NMR (400 MHz, d4-MeOH): d 8.8 (dd, 1H), 8.6 (s, 1H), 8.5 (t, 1H), 
7.95 (t, 1HV 7 Q fs. 1H), 7.3 K 1H\ 7.0 ( St 1HV 5 2 fs. 1H\ 4.85 fs, 3HV 4.4 (m, 



. . , ; , : , M {\. 1 H), 3.5 Md, 7 r; \* 1 Hi. 2.8 (dd, ? H). 1.- . - 

Examples 160- 179 
EAt4iujjio6 I6u to 1/9 ouown in li.. i^LL wiu fJt ^,^i v u ^._ ( _, d ^ 

the scheme illustrated below by coupling the appropriately substituted pyr^aione- 
10 piperidine (I) (in the scheme) with the (D)-Trp derivative (ill) (see ExampSo 2C) in an 
analogous manner to the procedures descrihed in Examples 3E and 3F. 



15 




Ex. # 


Isomer R 2 


R 1 = -CHz-A 1 


MS 


MS Method 


160 


d1 Me 


4-CF 3 -Ph 


584 


APCI 


161 


d1,2 Me 


4-CF 3 -Ph 


584 


APCI 


162 


d1 Me 


4-F-Ph 


533 


PB 


163 


d2 Me 


4-F-Ph 


533 


PB 
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154 d1 Me 4-Ph-Ph 591 APCi 







r.t 


1 O I t it-* 


M 
1 


r 1 J 


170 


d2 


Et 


4-CI-Ph 


563 


PB 














172 


d1,2 


Et 


4-Me-Ph 


543 


APCI 


173 


d1,2 


CF 3 CH 2 


2,4-di-CI-Ph 


651.5 


APC! 


174 


d1,2 


CF3CH2 


2,4-di-F-Ph 


620 


APCI 


175 


d1 


CF 3 CH 2 


4-CI-Ph 


617 


PB 


176 


d2 


CF3CH2 


4-CI-Ph 


617 


PB 


17" 












17'- 


'-•2 




'■ h 






179 


d1.2 


CF 3 CH 2 


4-Me-Ph 


597 


APCI 



Note: in the above table, the isomer designation refers to the stereochemistry 
at the C-3 position (indicated by the in the structure) of the py-zaione- 
piperidine group; d1 and d2 refer to isomers that were chromatographics!!*/ 
separated; d1,2 refers to a mixture of isomers. 
5 Examples 180 - 183 

Examples 180 to 183 shown in the table below were prepared according to 
the scheme illustrated below by coupling the appropriately substituted pyrazalone- 
piperidine I with the acid intermediate IV in an analogous manner to the procedures 
described in Examples 3E and 3F. 



/ 




(I) (IV) 

The acid intermediate (IV) was prepared by treating an amino acid with the product 
from Example 5D using the established procedure described in Example 5F. 
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1o3 


til ,2 


Me 


Phenyl 








181 


di,2 




Ph<?rvl 


SCH;Ph 




PR 


182 


d1 


Me 


Phenyl 


2-Naphthalenyl 


527 


APCI 


183 


d1,2 


Me 


Phenyl 


CH z O-(4-F-Ph) 


52-1 


P3 



Note: in the above table, the isomer designation refers to the stereochemistry at the 
C-3 position (indicated by the in the structure) of the pyrazalone-piperidnie grou H ; 
5 d1 and 62 refer to isomers that were chromatographically separated; d1,2 refers to a 
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C LAI 1Y1S 



o 



(I) 

5 the racemic-diastereomeric mixtures and optica! isomers of said ccmpon.-.u:; and ihj 
pharrr.aceulically-acceptable salts end prodrugs thereof, 
wherein 

r. i w j e'". !. '. .-' ...-w.iiiy i <» 

10 provided that w and n cannot both be 0 at the same time; 
Y is oxygen or sulfur; 

R 1 is hydrogen, -CN. -(CH 2 ) q N(X 6 )C(0)X s , -(CH 2 ) q N(X 6 )C(0)(CH 2 ) t -A 1 , 
-(CH^NCX^SO^CH^r^.-CCH^.NCX^SO.X 6 . -(CH 2 ) q N(X 6 )C(0)N(X 6 )(CH 2 ) r A 1 , 
-(CH 2 ) q N(X 6 )C(0)N(X 6 )(X 6 ), -(CH 2 ) q C(0)N(X 5 )(X 6 ),-(CH 2 ) q C(0)N(X 6 )(CH,) r A\ 
15 -(CH 2 ) q C(0)OX 6 , -(CH 2 ) q C(0)0(CH 2 ) t -A 1 , -(CH 2 ) q OX 6 -(CH 2 ) q OC(0)X 6 . 

-(CH 2 ) q 0C(O)(CH 2 ),-A 1 , -(CH^OCtOMX^Cr-yrA' , -(CH 2 ) q OC(0)N(X 6 )(X 5 ), 
-(CH 2 ) q C(0)X 6 , -(CH 2 ) q C(0)(CH 2 ),-A 1 , -(CH 2 ) q N(X 6 )C(0)OX 6 , 
-(CH 2 ) q N(X 6 )S0 2 N(X 6 )(X 6 ), -(CH 2 ) q S(0) m X 6 , -(CH 2 ) q S(0) m (CH 2 ) l -A 1 , 
-(CrC 10 )alkyl. -(CH 2 ) t -A 1 , -(CH 2 ) q -(C 3 -C 7 )cycloalkyl, -(CH 2 ) q -Y 1 -(C r C 6 )alkyl, 
20 -(CH^-Y^CH^-A 1 or -(CH 2 ) q -Y 1 -(CH 2 ) r (C 3 -C 7 )cycloalkyl; 

where the alkyl and cycloalkyl groups in the definilion of R 1 ar<-. optionally 

substituted with (C r C 4 )alkyl, hydroxyl, (C r C 4 )alkoxy, carboxyl, -CPNH 2 . 

-S(0) m (C,-C 6 )alkyl, -C0 2 (C,-C 4 )alkyl ester, 1H-tetrazol-5-yl or 1, 2 or 3 fluoro; 

Y 1 is O, S(0) m , -C(0)NX 6 -, -CH=CH-, -CC-, -N(X 6 )C(0)-, -C(0)NX 5 -, 
25 -C(0)0-, -0C(O)N(X 6 )- or -OC(O)-, 

qisO, 1,2, 3 or 4; 

tisO, 1,2 or 3; 
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said (CH 2 ) q group and (CH 2 ) t group may each be optionally substituted with 
hydroxy!, (C r C 4 )alkoxy. oarboxvl, -CONH 2l -S(0)^fC-C^alkvl. 

'C-COnlkv' ri "* *''»■» — • z m\ 1_ i " n * /r.- 



CJclkyl; 



where the alkyl groups and the cycloalkyl groups in the definition of R 2 are 

opiiunaiiy substituted with hydroxy!, -C/C; ^T, C v 7 ;* ^)(X°), -! '"'\ ; c /f 



R 3 is A 1 , (C r C 10 )alkyl, -(C r C 6 )a!ky!-A 1 , -(C r C;)^^y!-(C 3 -C 7 )cyclP3!ky! l 
10 -(C r C 5 )a(kyi-X 1 -(C r C 5 )alkyl ) -(C r C 5 )aikyi-X l -(C 0 -C 5 )aikyi-A 1 or 
-(CrCsJalkyl-X^CCt-CsJalkyKCa-CyJcycioatky!; 

where the alkyl groups in the definition of R 3 are optionally substituted with 
-SfCMC, -Chalky!, -C(0)OX 3 , 1. 2. ?. A or 5 ^ ! ^^, nr i 2 or 3 ny3. 



R 4 is hydrogen, (C r C6)alkyl or (C3-C 7 )cycloalkyl, or R 4 is taken together with R 3 and 
the carbon atom to which they are attached and form (C 5 -C 7 )cyclo3!kyl, (C 5 - 



1 to A heteroatoms independently selected from the group consisting of oxygen, 
20 sulfur and nitrogen, or is a bicyclic r : ng pyrt^m consisting of a p?rt : ^!!y -if-'^'-H or 
fully saturated 5- or 6-membered ring, fused to a partially saturated, fully unsaturated 
or fully saturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms 

independently selected from the group consisting of nitrogen, sulfur and oxygen; 
X 4 is hydrogen or (C 1 -C G )alkyl or X 4 is taken together with H 4 and l!,^ nlircgcn atom 
25 to which X 4 is attached and the carbon atom to which !? 4 is attached znl f^rrr ~ r : f z 
to seven membered ring; 



15 



X' is O. S(0) mi -N(X';U v O)-, -C(U;N(,V}-. -UC(U;- ( 
-N(X 2 )C(0)0-, -OC(0)N(X 2 )- or -C=C-; 



C 7 )cycloalkeny! ( a partially saturated or fully saturated 4- to 8 membered ring having 




where a and b are independently 0, 1, 2 or 3; 
X 5 and X 5a are each independently selected from the group consisting of 
hydrog n, trifluoromethyl, A 1 and optionally substituted (d-C 6 )alkyl; 



30 
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the optionally substituted (C,-C 5 )aikyl in the definition cf X" and X s * ;r. 
cptionally sv:b:t : '' - :,u •» r.':^"!"-^! — «• ^ — - 



nitrogen atom bearing R 7 and R 8 wherein each alkylene bridge cont? ; no 1 to 

X" a but not both may be on the Cdiuon duom aiiu K oi u uui u-vi mc- y 
be on the nitrogen atom and further prcv::i; i [] --^n t — r. M <y!ono ^ri^-j-r 
are formed then X 5 and X 5a cannot be on the ca.bon atom and R 7 and R* 
cannot be on the nitrogen atom; 

or X 5 is taken together with X 53 and the carbon atom to which they are 



ring, or a partialiy satuidt^ oi iuiiy bcuuicu^J 4- to u-m-... . . - ....^ i t ...>.. (J , 
15 to 4 heteroatoms independently selected from the group consisting n f 

oxygen, sulfur and nitrogen; 

or X 5 is taken together with X 5a and the carbon atom to which they are 
attached and form a bicyclic ring system consisting of a partially saturated or 
fully saturated 5- or 6-membered ring, optionally having 1 or 2 hctcn3toms 

20 independently selected from the grc-p consisting of nitrogen, s ,,,f " r zr.i 

oxygen, fused to a partially saturated, fully saturated or fully unsaturated 5- or 
6-membered ring, optionally having 1 to 4 heteroatoms independently 
selected from the group consisting of nitrogen, sulfur and oxygen; 
Z 1 is a bond, O or N-X 2 , provided that when a and b are Loth 0 then "! 1 b not 

i-j N-X ur Q; 

R 7 and R 8 are independently hydrogen cr cptionally substituted (C, CJ~""/I; 

where the optionally substituted (C,-C 6 )alkyl in She dcflrv'lrn cf ° 7 and R 8 is 
optionally independently substituted with A 1 , -C:0)0-(C,-C 5 )a!kyl, 
-S(0) m (C 1 -C 6 )alkyl, 1 to 5 halogens, 1 to 3 hydroxy, 1 to 3 -O-CCO)^,- 

30 C 10 )alkyl or 1 to 3 (C,-C 6 )alkoxy; or 

R 7 and R 8 can be taken together to form -(CH 2 ) f - L-(CH 2 )r-; 
where L is C(X 2 )(X 2 ), S(0) ro or N(X 2 ); 
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A 1 for each occurrence is independently (Cr-^-^^y^'^^lk^ny^ nhppyl a ht^i'w 
^nturpted, ft 1 1 1 v saturated or fu'lv un^nhirn^w 4- p_rnprnh^ rr "^ r i^^ ^nt^^-.n^ 

heteroatoms independently selected from the group consisting of nitrogen, sulfur and 

10 A 1 for c?ch ccjjfi ~>\ze is indepsn- ' :~Vy .ui. ;:;;, o-jLViitui:. :: - : 

optionally both rings if A 1 is a bicycltc ring system, with up to three 
substituents, each substituent independently selected from the group 
mnstetino F, C!. Br. I. OCF, OCF-H. CR, OH,, OCH,, -OX 6 . 

15 -S(0) m (C r C 6 )alkyl, 1H-tetrazol-5-yl, phenyl, phenoxy, phenyhikyioxy, 

halophenyl, methylenedioxy, -N(X 6 )(X 6 ), -N(X 6 )C(0)(X 6 ), -S0 2 N(X 6 )(X 6 ), 
-N(X 6 )S0 2 -phenyl, -N(X 6 )S0 2 X 6 , -CONX 11 X 12 , -S0 2 NX n X 12 ( -NX 6 S0 2 X'', 
-NX 6 CONX 11 X 12 , -NX 6 S0 2 NX 11 X' 2 , -NX 6 C(0)X 12 , imidazoiyi, thiazolyl and 
tetrazolyl, provided that if A 1 is optionally substituted with methylcncd!- v y 
20 then it can only be substituted with or<* r^thy'enedi^y; 

where X 11 is hydrogen or optionally substituted (C r C 6 )alkyl; 

the optionally substituted (C r C 6 )alkyl defined for X 11 is 
optionally independently substituted with phenyl, phenoxy, (C r 
C 6 )alkoxycarbonyI, -S(0) fn (C r C 6 )^!Hy! ( 1 to 5 h-'^er-, 1 'o 3 
25 hydroxy, 1 to 3 (C r C 10 )clksnoy!o57 <~ : tc Z [Z { CJ-V!'/r::y; 

X 12 is hydrogen, (C r C G )alkyl, phenyl, Ihbr/Vy!, ircvdazoly!, fur/! cr 
thienyl, provided that when X 12 in r** byHmnr^ vl2 ori'oru 
substituted with one three sub^t* icnt:- ind*i; -.^'cctcd f- \ 

the group consisting of CI, F, CH 3 , OCH 3 , OCF 3 and CF 3 ; 
30 or X 11 and X 12 are taken together to form -(CH 2 ) r -L 1 -(CH 2 ) r ; 

where L 1 is C(X 2 )(X 2 ), O, S(0) m or N(X 2 ); 
r for each occurrence is independently 1 t 2 or 3; 
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X 3 for each occurrence is independently hydrogen or (C r C G )alkyl; 

ciiKyi, UpitOlidity oUUoiUUltJU 7/ * ,c w J ^ ' ,t " t ' * ' " ■ 

r „ , , , ( ' -it • 1 - *"* \ it i 

1U definition o/ a is optiuitcjuy ihUvp^^wi.*../ o^m^uu^^ ^ ; t ^ - h,-- 
hydroxy!, (C r C 4 )oikuxy, curboxyl, CCJil I 2l ~Z' K ^] Ui {^\ CJ.Jkyl, c" ; ' 4 ... ■ . , 
C 4 )alkyl ester, or 1H-tetrazol-5-yl; or 

w h r - fhnrp pre two X 6 groups ^ rnn nnr,f — *h X 6 nro r H *npnrtonMy fr\. 

C 6 )alKyl t the two (C r C 6 )alKyl groups may bj c H ;;^.*ally jo,..-., .:, ^-"^ ■' 
15 atom to which the two X 6 groups are attached, form a 4- to 9- membsrrj ring 
optionally having oxygen, sulfur "or NX 7 ; 

X 7 is hydrogen or (C n -C 6 )a!kyl optionally substituted with hydrcxyl; :,nj 
m for each occurrence is independently 0, 1 or 2; 
with the proviso that: 

20 X 5 and X 12 cannot be hydrogen whan it is riL^:. .: to C(O) or in the f.?~- 
C(0)X 6 , C(0)X 12 , S0 2 X 6 or S0 2 X t2 ; and 

when R 6 is a bond then L is N(X Z ) an J .ach r in the definition -;C!'J, !. ^"J,- ; r. 
independently 2 or 3. 

2. A compound according to claim 1 vvhcrJn 

25 X* is hyuioyui; 

K i2> nyuioyt-i i ur iK-^ii i/i, 

a 7 is hyd,. d -;ior (C, C 3 )aiky!; 

is iiydrogen or (C,-C3)a;.vyi opiio;.u.. ; ^u^-.k^-^J •»..,! c - .r . ■ .■_ , , 

R e js (CH2) a (CH 2 )b whereZ i is a bond and a is 0 or 1; 
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5 -blU) m io r C 6 )alkyl, -NIX^X 2 ) or -C(U)N(A})(K : y f 

or X 5 and R 7 are taken together to form a (C r C 5 )alkylene bridge. 

' ■ ' '• ' ' * ' r ' c ' 

n 3 >r cnin C |prf frnm tho n-ni-n consistipn of 1 : " *- ' r P -. ° ;r >dolyl-CH 7 -. 3 1 ' 

12 CH- i-p' ir, h fK,,( ri ' 2-n^'Mi ;v! n -\ 11 ' ' ! ; !-C'' • 

(C r C 4 )alkyi- ( phenyi-CH 2 -S-CH 2 - ( thienyi-(C r C 4 )alkyh phenyl-(C 0 -C 3 )aikyI-O-Cf i r , 
phenyl-CH 2 -0-pheny!-CH r and 3-hen7othi^nv/|-nH^-; 

yl portion{?) :t * 'fined for f - ■ -pip!; 

15 substituted with one to three substituents, each substituent boing 

independently selected from the group consisting of methylenedioxy, r, CI, 
CH 3 , OCH 3l OCF 3) OCF 2 H and CF 3 . 

4. A compound according to claim 3 wherein 
R 4 is hydrogen; 

?n a k n; 

n is 1 or 2; 

X 5 and X 5a are each independently, hydrogen, methyi or hydroxymethyl, p^ideJ 
that when X 5 is hydrogen then X 53 is not hydrogen; 
25 R' and R 8 are each hydrogen; and 

R 3 is nh?nyi-CH 2 -0-C!^ r , phonyl-C! ' t \ l x 1 , 2 : " • \ Z\ i t , 

phenyl-(CH 2 ) 3 - or 3-indolyl-CH 2 -; 

with one to three substituents, each substitueni being independently selected 
30 from the group consisting of fluoro, chioro, methyl, OCH 3l OCF 2 H, OCF 3 and 

CF 3 . 

5. A compound according to claim 4 wherein 
R 1 is -(CH 2 ) r A\ -(CH 2 ) q -(C 3 -C 7 )cycloalkyl or (C r C 10 )alkyl; 
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Vvhu.o A 1 in il.e definition of R' \z cpi'-.nall/ .-.uLslIluliJ with cno in ; K -<- 



5 with (C, -C„)alkyl, hydroxyl, (C-C^nlkoyy, rru^nyyl, CONHp, 

-S(0),,(C r C 6 )alkyl, -C0 2 (C,-C 4 )aikyl e*ter, lH-lrtr^ol-5-yl or 1 to 3 fl-ton; 

i\ is hydrogen, -lOo-^3/ t,,u J'' j ■ - ; ■ . 

1(j o. M oui.ifJijUllJ dCCOnJiliy iJ „.jitii di.Mii !. 

, . , v aCCOr-i.'j .. ' ' • 0; n = 

R' is -(CH 2 ) r A''; 

pytimioyi which is option««i/ subsUiui-w > >. > «-■■- >' r '- ' ■ ' 
15 each substituent being independently selected from the nrc-p 

consisting of F, CI, Me, OMe, CF 3 , OTj ->nd OCF.: i; 
t isO, 1 or 2; 

and R 3 is phenyl-CII 2 -0-CH 2 -, phenyl-(CH,),- or 2 indoly! CH r , vhere th« 
portion is optionally substituted with one to three substituenls, each substituent being 
20 independently selected fro.n the group consisting cf F, CI, OMe. r F 3 . ° rc i — 
OCF 2 H. 

fj. A compound according to 7 'vh~rr : n X 5 X 5a — 

methyl; R 1 is -CH z -phenyl. -CH 2 -4-f!uoro-phenyi, -CH 2 -pyridyl or -CH 2 -thiazc;/. and 
R 2 is hydrogen, methyl, fethyl, t-butyi c - r> - '- rr - 

25 



9. A compound i.-cuiJing V- c!o::.t 8 where'!) .V ' ■ ^y' — . A P 3 : " 



fjiiuiiy. \oi i 2/ 3-. 

10. The diostoreon.eric mixture of a crrr 1 *"™' ~~ r -rt&nz '■'"> c'-im n 
where said coinpound is 2-amino ! .' [I v .,v Jr L.,.zyl-2-me ! .hyl-> •■ 
hexahydro-pyrazolo[4,3-c]pyhdine-5-carbonyl)-4-phenyl-(R)-butyl]-isobulyrami.ip-:. 
30 11. The compound according to claim 10 where the compound is 2- 

amino-NH1-(3a-(R)-benzyl-2-m^ 
clpyridin -5-carbonylH-phenyKR)-butyl]-isobutyramide. 
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12. The compound according to claim 10 v/hcre the compound \z 2- 
amino-N-[1-(3a-(S)-benzyl-2-methyl-3H^ 



5 4-fluoro-phenyl and R 3 is 3-indolyl-CH r . 

14. The diastereomeric mixtu r e of a compc-nri r<rrnr6\r,n to r [ ! im 13 



c]pyridin-5-yl)-1-(R)-(1H-indol-3-ylmethyl)-2-oxo-elhyl]-isobutyramide. 

1^ THo compound accord'**"-; to Hi*^ 1^ whoro *Hn r^^^.^M-w *>. 

amir^ • r> y - ; uoMZyi-z-muUiyvi-j .; J. t ^ t ^t^ t , - , / -Mcxai i> „ro-pyrazolo-[4,3- 
15 cjpyridin-5-yl)-1-(R)-(1HHndcl-3-ylme{hyO-2- n x^-ethyl]-iGobt:lyramide l 

17. The diastereomeric mixture of a cor^^'i^ ^r-ording to chim 1° 
where said compound is 2-amino-N-[2-(3a-(R 1 S)-ben::yi-2-ethyi-3 -0X0-2,3,33,1,0, 7- 
hexahydro-pyrazolo[4,3-c]pyridin-5-y ! )-^ -^ r? )-( 1w -ind'? r n -yimelhy!)-2 ^y^.. e t u y']- 
isobutyramide. 

20 18. The rnrnprvn'i according to claim 17 v/h^rn compound it 

amino-N-[2-(3a-(R)-benzyi-2-ethyl-3'CXO-2, 3,33,4,5 J-hexahydro-pyrasclc^l.S- 
^^nyr ^w i^^•yO-1- /^> -( i H-indo!-3-y , ^^ ,l :' </ , } 2 ^~' n : cobulyr^ ; 

19. The compound according to claim 17 where the compound is 2- 
amino-N-[2-(3a-(S)-benzyl-2-ethyl-3-oxo-2, 3,39,4,6,7 hrxahydro-pyr;?zch[4 ( 2- 

n :~ olDvridin-5-y -(R)-f 1 H ^'-3-"'methYl)-2-oxn ?!hy!;-\' 1 ' 

20. The diasterrvv^iric mM* n * a corvvJ ' ^ 1% : ^ 1"; 
where said crm^o'md is 2-amino-N-[2 [2.«-(R f R' '/ r^r>benzyi)-2-ruu;., i 1 .jxo- 
?r.i~. A ~7 > ~, ■ ' ' oyrazcio^p ' . ' ' 1 - *; 4 [ : ' H • ;■• ' ■! ^ . 1 V' ' ' 
oxo-ethyll-iscbntyramide. 

30 21. The compound according to claim 20 where the compound is 2- 

amino-N^2-l3a-(R)-(4-flM^ 
pyrazolo[4,3<]pyridirv5-ylJ-1-(RM^ 
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22. The compound according io cidim 20 where the compound i; 



A comp;.-"id ac^C" . . - . ,:r. *, 

1 -i i 4 * 1 ' - • * " - „ 1 -■ - r 

?A. The diastereomeric mixti.™ of a compound according tr* daim 23 

jjUUuij f ai i Hut. 

cn^-i.-u^:,:/^.. J 2-meth;' " , 'ahydro r: 

c]pyridii>5-yl)-1-(R)-benzyloxymelhyl-2-oxo-ettvyl]-isobutyram 

amino-N-[2-(3a-(R)-benzyl-2-methyl-3 0x0-2,3,33^ ( G,7-hexahydrj pyr?rd^M3- 
15 c]pyridin-5-y!}- 1 -(R)-bui lzyloxymethv !-2-oxo- ethyl] :-Auiyrrmido L t- Ijric aciri 

27. The compound according to claim 24 where the compound is 2 
amino-N42-(3a-(S)-benzyl-2^ 

c]pyridin-5-yl}-1-(R)-benzyloxymethyl-2-oxo-ethyl]-isobutyramide. 

28. The diastereomeric mixture of a compound according t:: claim 23 
20 where said ^umpounJ is 2-amino N [2-{2« '--v.zyi-2-ethy! 2 cr.o 

hexahydru-pyrazolol4>c]pyridin-5 7lH^ 
isobulyramide. 

29. The compound according to claim 20 where the coriip-Jiid is 2- 
amino-N42-(3a-(R)-benzyi-2-ethy!-3-uxo-2 t 3 ( 3j/i,: t 7-hex3ir/dfu-py c.^L[ :,3- 

amino-N-[2-(3a-(S)-herv/yi-2-ethy!-3- 0X0-2,3,33,4,37^" \^/Jro~py-::o'o^,3- 
oji^yriJIr. ~ y., i ^ni. r ,A J( nv, . ■ ..* , - - - • - 

31. The diastereomeric mixture of a compound according to claim 23 
30 where said compound is 2-amino-N-{2-[3a-(R,S)-benzyW^ 
ethyl)-2,3,3a ( 4,67-hexahydro-pyrazoto[4>c]pyridin-5-yI]-1-(R)-be 

oxo-ethyl}-isobutyramide. 
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32. The compound according to claim 31 where the compound 



5 amino-N-{2-[33-(S)-benzyl-3-oxo-2-(2,27.-ir!fluoro-eihyl)-2.3.3a ( 4.6;/-hov v- f --- 
pyr?zolo[4,3-c]pyridin-5-yl]-1-(R)-bcnzylo^ . : 

bcnzy , ;'2-metM-^ovo-2 1 3 1 3a ( 4 ( G ( 7 f r : ! - py— t t 3 -c];7\ " ■ " " 

amino-N-{1-(R)-ben2yloxymethyl-2-[3a-(R)-{4-f!uoro-benzy!)-2-rne[iiyi-3 ';//> 

The rn^ooimri ?Qr." r ^i nn * n rl^Wr, *\-\ ^ - • ■ - ; * 

15 amino-N-{1-(R)-ben2yloxymethyl-2-[3a-(G)-(4-f!':oru v ;:;ry!)-2-methyi-3-oxj- 
2 ( 3 ; 3a f 4 T 6 1 7-hex^hydro-pyrazo!o[4 ! 3-r]pyrHin- c °-ovvethy!}-isobutyramide. 

37. The diastereomeric mixture cf a compound according ( o claim 23 
where said compound is 2-amino-N-[2-(3a-(R,S)-benzyl-2-terl-butyI-3-oxo- 
2 1 3,3a I / l/3 t 7-h^v'ahydro-pyrazolo[4 l 3-c]py r;w ''" c y'M-fRJ-benzyloxyfne'hy' n ---- 

20 ethyl)- iGchutyramide. 

38. The compound according to claim 37 where the compound is 2- 
smino-N-[2-(3a-{R)-benzyl-2-teii-bi'ty L 3-Qxo-2 1 3 ) 33^ ( C\7-hexahydro pyraz?!c[1,2 
c]pyridin-5-yI)-1-(R)-benzyloxymethy!-2 cxc 3thy'] ir^b'jtyramidc. 

^.n The r^mpoun^ n^/^^rHi^^ piv*rp ^ ^ »*'hc r " • * - *pw : ~ ^ - 

°^ ^mino-N-[2-(3a-(S)-bnn?v' ^-*nr*.-hi'*v(-3-oxo-2,3.?.r </\7 >»p" •hurim.nwr-.iv.i 

40. A corrprcnH .-^cording to c'^im 5 v v f1 n is * ; ; s 1; 

F? 1 ;r .'<p' • \_A l ; 

where A 1 in the definition of R 1 is phoiivi, thienyl, thiazolyl, pyridyi c, ^.".uiidyl 
30 which is optionally substituted with one to three substituents, each substituent 

being independently selected from the group consisting of F, CI, Me f OMe, 
CF 3( OCF 3 and OCF 2 H; 
t is 0 f 1 or 2; 
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and R 3 is phenyi-CH 2 -0-CH r , phenyl-(CH 2 ) 3 - or 3-indolyl-CH 2 -, where the aryi 



methyl; R 1 is -CI vr hpn vl. -CHH-fh^cv 1 /J, .-r.yririyl er-C:^ * l :~ ' ' — 1 

:s ny , . . — ■ - 

where said compound ^ ^-aminu-r* t 2 (3a (R.Gy-^.tL.j! j wau -*.,>,, , \C,7- 
i.*obutyr. ;.iue. 

43. A compound according to claim 42 whe;2 the compound is 2 amino- 

15 44. A compound according to claim 42 where the compound is 2-amino- 

^[2-(3a-(S)-benzy!-3-oxo-2,3,33A67-hexahy^ 

benzyioxymethy!-2-oxo-ethyi]-isobutyramide. 

45. A method for increasing levels of endogenous growth hormone in a 
human or other animal which compricos a-JL '.tiering to such human or or-rr,*! an 

20 effective amount of a compound of claim 1. 

46. A pharmaceutical composition useful for increasing the endogenous 
production or release of growth ho*mcne in a h^rnan or ether -'h^h 
comprises an intrt carrier and an eff^uVu junt of a compound of -\"'-r\ 1. 

Mt. a pitar..;«^v/.uJ curnput»iwvM u^fuH-^ %, *:roa^ the ?r,d',vj 

\ .. t .»i t. . , . * * ^v,. irrt ^. M r m*^ trtryi"! ur^Vli 



cuinpiucb dii inert canier, dh fn^,. , 



: ; ;o*'wtt t 'j .none 5Uvi wijj * 



HT920 or an analog thereof. 
30 48. A method for treating or preventing osteoporosis which comprises 

administering to a human or other animal in need of such treatment or prevention an 
amount of a compound of claim 1 which is effectiv in treating or preventing 
osteoporosis. 
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49. A method for treating or preventing dice*^^ or cond : t ; <"n* ^ : ch 



-n A r^ihn^ accord 'n n ' * v •* ~ k * : v Hi^^**, " - t ■»'-., 

W - (J ->w 

patients or pati».r,t - having underrpns major sur^ . ; , .! "^h nv;'h"»d r^r^rvrises 
administering to a rmmrnal in ne'jd of such treatment an amount <: f ^ connjOLinJ cf 

15 thickness, metabolic homeostasis or runal homeostasis, whiJi - 1 ! - J comprises 
administering to a human or other animal in need of such treatment nn amount of a 
compound of claim 1 which is effective in promoting release of endogenous growth 
hormone. 

53. A method for the troatn^nt or prevention cf .rc-jis which 

20 comprises administering to a human or other animal with osteoporotic a combination 
of a bisphosphonate compound and a compound of claim 1. 

whore;:: thin b'r.phosphonate compa'..': *' > ; ' - - ' r^'e. 

55. A method for the treatment cr prevention of osizz^zn.*'^ vhich 

' ' f ' » - 

i n Hero-.^ n |}y hydrogen, (C 1 -C 3 )?^ , / ! ^- ^-Hrovy'r ,-C 3 )alkyl; 
R 3 is selected from the group consisting of l-inJolyi-CrV, 2-indolyl-CH 2 -, 3-inuo.yl- 
30 CH 2 -, 1-naphthyl-CH 2 -, 2-naphthyl-CH 2 -, 1-benzimidazolyl-CH 2 -, 2-benzimidazc!yh 
CH r , phenyKC r C 4 )alkyh 2-pyridyl-(C r C 4 )alkyh 3-pyridyl-(C r C 4 )alkyh 4-pyridyl- 
<C r C 4 )alkyl-. phenyl-CHz-S-CHr, thi nyl-(Ci-C 4 )a'kyl% phenyl-(C 0 -C 3 )alkyl-O-CH 2 -, 
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phenyi-CH 2 -0-phenyl-CH 2 - t 34xjr.zotV/.tMi>i-CH ri t; '^nyl CM r C C! !„., 



'y GCiocV;d f'om 



!. ' ' mw :* - r other 



15 



esttuyen agonist or antagonist and 3 ^..ipound of claim 1. 

SO. A method according to claim 59 wherein the eslro-r 
antagonist is tamoxifen, droloxifene, ralo^fcne or idoxifene. 

61 . A compound of the formula 



n r~cnisf 



(CH 2 ) € 



(CH 2 ) n 



R 



'NH 



20 



(il) 



jjhC»U MUol-^M.wci., j -aOoOpvd^lc; ocfU-. ".. ...... 

e is u oi •.; 

n and w are each independently 0. 1 cr 2, provided lhat w and n -innnt b?!h *o n 

25 the same time; 

R 1 is hydrogen, -CN. -(CH 2 ) q N(X 6 )C(0)X 5 -(CH 2 ) q N(X 6 )C(0)(CH 2 ),-A 1 , 
-(CH 2 ) q N(X 6 )S0 2 (CH 2 ) r A 1 ,-(CH 2 ) q N(X 6 )S0 2 X 6 , -(CH 2 ) q N(X 6 )C(0)N(X 6 )(CH 2 ),-A\ 
-(CH 2 ) p N(X 6 )C(O)N(X 6 )(X 6 ),-(CH 2 ) q C(O)N(X 6 )(X 6 ).-(CH 2 ) <l C(0)N(X e )(CH 2 ) r A 1 , 
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.(CH 7 ) q -Y 1 -(CHn) : -A 1 or -(CH,V,-Y 1 .(CH,\-(C -f\w, .^n, ; ,| ; 



,.rvrv^_ t -nr/ 0 )N(X 6 )- or-OC(0>-; 
q is 0, 1, 2, 3 or 4; 
ti*0 1 ?or3; 



15 to 3 fluoro, 1 or 2 (CrOOalkyl, h;J;cxyl, (C r C 4 )alkoxy, c?*- - r :NH 2( 

-C(0) Ri {C r C 6 )alkyl. -C0 2 (C r C M )-!::y! -i-r, or 1H trtrsT.:! " y f ; 
R 2 is hydrogen, (C r C 8 }aIkyl, -{C 0 -C 3 )a!ky!-( r> J C 8 )cyc!cc!<'y!, -{C r C H )tf-\-\ A 1 cr A 1 ; 
where the alkyl groups and the cycloalkyl groups in the definition of R 2 are optionally 
substituted by hydroxy!, -C(0)OX 6 . -C(0)N(X 6 )(X 6 ), -N(X 6 )(X 6 ), -SfOUC-CgJalkyl, 

20 -C(0)A 1 , -C(0)(X 6 ), CF 3( CN or 1 to 3 halogen; 

A 1 for each occurrence is independently (C 5 -C 7 )cycloa!keny1, phony' cr 3 portir!!y 
--♦ ! ir^frrf i f L ,ny S e ( v r ^c:i cr ft . 1 sizi A- !* 2 . r :;„:/:,- 

having 1 to A heteroatoms indepu.Jenlly selected from the g;^ Chsistln:, J 
oxygen, sulfur and nitrogen, or a Licyciic ring system consisting cf a partially 

niir^ r ~\ . " • \*.J w.^gen, fused t , ^l^^J, . . _ 

unsaturated 5- or 6-membered ring, optionally having 1 to A heteroatoms 
independently selected from the c..oup consisting nu.oytn, suifu; e*r;J oa, 
30 A 1 for each occurrence is independently optionally substituted, in one or 

optionally both rings if A 1 is a bicyclic ring system, with up to three 
substituents, each substituent independently selected from the group 
consisting of F, CI, Br, I, OCF 3 , OCF 2 H, CF 3l CH 3 , OCH 3l -OX 6 , 
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the optionally substituted (CVC^alkyl defined for X 11 is 

\\j upuucidiiy ii ^wpencientiy tsuLoiuui-u w.ui p<,-,. J(> plicuuAy, (wp 

C 6 )alkoxycarbonyl, -S(0) m (C r C 6 )alky!, 1 to 5 halogens, 1 to 3 

hydroxy, 1 to 3 (C r C 10 )a!kanoyloxy or 1 to 3 (C r C 6 )alkoxy; 
X 12 is hydrogen, (C r C 6 )alkyl, phenyl, thiprolyl, imid?zo!yl ( fury! or 

15 bubbiituted vvith one to three uuL^tituents ind-^ndentiy seise! .'J ;. :m 

trie group usnsisuny of C!, F, CH 3 , 0C\ CCT^ .J 
orX 11 and X' 2 are taken together to form -(CI ! ;; ) l -L 1 -(Cf I J, ; 
L 1 is C(X 2 )(X 2 ), 0, S(0) m or N(X 2 ); 
r for each occurrence is independently 1, 2 or 3; 
20 X 2 for each occurrence is independently hydrogen, optionally subsisted (C r 
C 6 )alkyl, or optionally substituted (C 3 -C 7 )cyc!c:^;yi, where the optional r.nb-t^' 1 ^ 

option**/ independently substituted vv;:h -C(0) in (C r C 0 }c:kyl, -C(0)CX 3 ( 1 to 5 
halogens or 1 to 3 OX 3 ; 
^5 fi ! ^ 



C-)-h3ioyenatedcycloalkyl, where optier.rl'y -i :!«d (C r C b )-'ky! "tv 1 ->> i — "•' 
substituted (C 3 -C 7 )cyc!oalkyl in t;.- v.- ' .V .t u, X J b wplio.v'!/ ind ; ..,.'c.-;'y 
30 substituted with hydroxyl, (C,-C 4 )3lkGX' ; , ciiibcAjf!, CCN! -C^C) n ,;C ; C 0 )ui../., 
-COaCCrC^alkyl, 1H-tetrazol-5-yl or 1 or 2 (C,-C 4 )alkyl; or 
where there are two X 6 groups on one atom and both X 6 are (C r C 6 )alkyl, the two 
(Ci-C 6 )alkyl groups may be optionally joined and, together with the atom to which the 
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K'o X 6 groups are attached, form i t^ n - member?:! r: ~3 n p' : ~-nrJ!y u ^v ,; ^~ ^ycr'"\ 

*\v) X 12 r-«— • k-> hydrog.M -^lan it is attached \o C(0) ur G0 2 i,i u.. .\ 

62. A compound according to claim 61 wherein 

10 wisOoM; 
n is 1; 

R 1 is hydrogen, -(CH 2 ) q -(C 3 -C 7 )cycloalky!, -(CH 2 ) r A 1 or (C r C, c )alkyl where the (G r 
Chalky! and (C 3 -C 7 )cycloalkyi p r ^"^r, nro nr>t;nrn|iy «;Mhe' ;f, »*-^ ^ rU ^ 1 ^ n r. .^.r^ 

15 independently selected from the g ."p rating of F, CI, - y, C^, OCF 3 

?nH ncF 2 H; 

R 2 is hydrogen, (C r C 8 )alkyl t (C 0 C 3 )a:!-yl-(C 3 -C 7 )cycioa!hyl, pho„;\ :r (C r C 3 )j:!!:y! 
phenyl where the alkyl and phenyl groups are optionally subcVt'Jie-' vith 1 la 3 
substituents independently selected from the group consisting of F, Cfj, OH and 
20 methoxy. 

63. A compound according to claim 62 wherein w is 1; e is 0; R 1 ic. 

substiiucn's independently selected ff_m -he g r oi'p ccr^r-'irg :f "x ^ and chljrc; 
and R 2 is hydrogen, (C r C 4 )alkyl or phenyl where the (C t -C 4 )s!ky! c- r l ny! groups in 

t M t ' • t • 

•U • M . - ^ j ^ t ^ ^ 

\ wompound a. *2 ' 1 **hei J ( . JV 

i? methyl ^r h^ro^nn. 

65. .\ impound according to Udir;, ~ ; therein the compouv.J L 2*- 
30 (R) enanliomor. 

66. A compound according to claim 64 wherein the compound is the 3a- 
(S) enantiorner. 

67. A compound of the formula 
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R 1 

i r r 

(HI) 

wherein 

5 Z 100 is methyl. BOC, CBZ, CF 3 C(0)-, FMOC, TROC, trityl. tosyl, CH 3 C(0)- or 
optionally substituted benzyl which is optionally substituted with methoxy, dimethoxy 
or nitro; 
e is 0 or 1; 

10 ihe saruu in tie; 

R' is hydrogen, -CN, -(CH 2 ) q N(X 6 )C(0)X 5 , -(CH 2 ) q N(X 8 )C(0)(CH 2 ) l -A , 1 
-(CH 2 ) q N(X 6 )S0 2 (CH 2 ),-A\ -(CH 2 ).N(X fi )S0 2 X'\ -(CH,) q N(X 6 )C(0)N'(X F )(C! i 2 ),-A\ 
-(CH 2 ) q N(X 6 )C(0)N(X 6 )(X 6 ), -(CH 2 ) q C(0)N(X 6 )(X 6 ), -(Ch 2 ) q 0(O)N(X 6 ;(CM 2 ) r A\ 
-(CH 2 ) q C(0)OX s , -(CH 2 ) q C(0)0(CH 2 ),-A 1 , -(CH 2 ) q OX 6 , -(CH 2 ) q OC(C)X fl , 

15 -(CH 2 ) q OC(0)(CH 2 ),-A\ -(CH 2 ) q OC(0)N(X 6 )(CH 2 ) r A 1 , -(CH 2 ) q OC(0)N(X 6 KX r '), 
-(CH 2 ) p C(0)X 6 , -(CH 2 ) q C(0)(CH 2 ) t -A\ -(CH 2 ) q N(X 6 )C(0)OX 6 , 
-(CH 2 ) q N(X 6 )S0 2 N(X 6 )(X s ), -(CH 2 ) q S(0) m X 5 . -(CH 2 ) q S(0) m (CH 2 ) r A 1 . 
-(C r C t0 )alkyl, -(CH 2 ) r A', -(CH 2 ) q -(C3-C 7 )eyuoaiNy.. -(CH 2 ) q -i '-(C r C 6 )a]..yl, 
-(CH^-Y'-tC^JrA 1 or-(CH 2 ) q -Y 1 -(Cri 2 ) r (C 3 -C 7 )cyciobiky!| 

20 where the alkyl and cycloalkyl groups in ihu definition of H a,c c t jliona!l,' 
b..LM..o.c :~,-C<)alkyl, Uydro-,- ... ' " r^y. c.^- ', ' 

Y' is O, S(0) m , -C(0)NX 6 , -CH=CI !-, -C -N(X-)L(U), -C(0)NX , 
-C(0)0, -OC(0)N(X 5 ) or -OC(O); 
25 qisO, 1, 2, 3 or 4; 

tis 0, 1, 2 or 3; 

said (CH 2 )«, group and (CH 2 ) t group may each be optionally substituted with 
hydroxyl, (d-COalkoxy, carboxyl, -CONH 2 , -S(0) m (C r C 6 )alkyl. 
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-C02(Ci-C 4 )alkyl. 1 H-tetrazol-5-yl, 1 to 3 fluoro or 1 or 2 (C,-C 4 )alkyl; 

R 2 is hydrna°n. (C,-C»talkyl. -(Co-C-Vnli"' 1 - - r - -frv~,w~' — a 1 - 

wheie Lise dikyi groups and the cyvLjir V i Lj.ou^u in iwu uctinitiun of ;T u,v ^^nanj 

A 1 for each occurrence is independently (C b C/^Jonl'unyi, ;■! ^..*, ! . . 

oxygen, sulfur and nitrogen, or a bicyclic ring system consisting of a partially 
10 saturated, fully unsaturated or fully saturated 5- or G-m^mber^d ring, cpliuna!!/ 
having 1 to 4 heteroatoms independently selected from the group consisting of 
nitrogen, sulfur and oxygen, fused to a partially saturated, fully saturated or fully 

inciepenuentiy selected from the group cun^i^uii^ or nitrogen, sulfur and ux ; i( 
15 A* for each occurrence is independently optionally subr-t^itc', : r *ne or 

o^Urnp'iy both rings if A 1 is r r ;~p <-wstem, v »th *: t l ---o 

substituents, e^ch substituent irj*=?p?nc*?ntly r-'^'rd frcn IJ.i 2 rrM, r 
consisting of F, CI, Br, I, OCF 3 , OCF 2 H, CF 3 , CH 3 , OCH 3l -OX 6 , 
«C(0)N(X 6 )(X 6 ), -C(0)OX 6 , oxo, (C r C G )a!ky!, rrlro, cyano, benzyl, 
20 -S(0) rn (CrC 6 )alkyl, 1H-telrazol-5-yl ( phenyl, phencxy, pho-y!* ^yior , 

halophenyl, methylenedioxy, -N(X 6 )(X B ), -^X 6 )C(0)(X B ), -SO^X 6 )^ 6 ;, 

-n;x 6 ;go 2 phenyl, -N(X 5 )DO fc x 6 , -cc;'x 1 ';v\ cc.nx 11 /;", :r. 6 rQ/: 1 ' , 1 

-NX 6 CONX n X 12 , -NX 6 S0 2 NX n X 12 , -NX 6 C(0)X 12 , rvi^ciyi, 'Uazolyl an J 



to^volyl, prodded thnl if A 1 is o; r naliy r ,,u Gt;tulLJ wil!. ,r,;,"-.y! . 



25 then it ran only be substituted v/th cn*» r««thylenedinvy; 

... . - N/ 41 ' ' ■ ^^(J^^^tl l - 1 * t 



s!ly substituted y\ J - .1. .e- J ■, X" I. 

optionally independently substituted with rh*:ry!, ptu r >.ry t (C r 
C 6 )alkoxycarbonyl, -S(0) m (C r C 5 )a!ky!, 1 to 5 halogens, 1 to 3 
30 hydroxy, 1 to 3 (CrC 10 )alkanoyloxy or 1 to 3 (C r C 6 )alkoxy; 

X 12 is hydrogen, (d-Ce^lkyl, phenyl, thiazolyl, imidazolyl, furyl or 
thienyl, provided that when X 12 is not hydrogen, X 12 is optionally 
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substitutecl with one to three substilucnts independently selected !7j;; 

- w - - ■ ■ ui U(, f ', ^> ^ - 1 J. 

or X 1 1 and X 12 are taken together to form -(CH 2 ) r -L ; -(Cl i 2 ) f -; 



(CT-Csjaikyl ana optionally suuboio^u v^a-wy^' 00 "^ 1 m :rc 

optionally independently substitute.; *Vi T] ti .[C v " 3 )r- ! '"/\ ^"l/'v.", 1 *■ ' 
10 halogens or 1 to 3 OX 3 ; 

X 3 for each occurrence is independently hydrogen or (C r C 6 )alkyl; 

X 5 for each occurrence is independently hydrogen, options!' 1 / si;bH :i, /iod (C; 

C/J-halogenatedcycioalkyl, where optionally ^uouiuted (Ci-C s )Jk>! J , 
15 substituted (C 3 -C 7 }cyUcalkyl in the definition cf )v -,jticn?"y indrpend:r.t' 

-CO^(C r C 4 )aikyl, IH-tuu azoi-5-yl or 1 or 2 (C, C iS )a'u, } \ t 

where there are two X 6 yioups cn one atom and buth X 6 v. {? M -!;:;,:, the t\. 
(C r C 6 )alkyl groups may be optionally joined and, together with the Horn to which th 

20 two X'' groups are ouuuieu, iurni a i- io j . . ^ ^ r ^,wt.- ... ^/y^, 

suifur or NX 7 ; 

X' is hyurogen or (Ci-C 6 )aiKyl opooridiiy suL^n^ed with rivui^A)., an J 
ni fur each occurrence is indeptjnuL.illy o, 1 or 2; 
with the proviso that: 

25 X 6 and X 12 cannot be hyd-jgen wh-n it \, cUt.Jied to C;?) " or \ : ^ IV.: ' ■ 

wnt-ii r\" is hydrogen iutn K ts nut ^n-vri-pnw.i,!, 
when R 2 is H and R 1 is -CH 2 -CH=C1 ' rn, f . - ". 1C0 is not BOC; 
when R 2 is H and R 1 is then Z ,0 ° is not BOC; 
30 when R 2 is H and R 1 is -CH 2 -C(CH 3 )=CH 2t then Z 100 is not BOC; and 
when R 2 is phenyl and R 1 is -CH 3 , then Z 100 is not CH 3 C(0)-. 

68. A compound according to claim 67 wherein 
wisOor 1; 
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n is 1; 

7 100 ir ROC, m^thvl nr PQ^ 

K i3 hydrogen, -(^i l^-^j v;; w yu-^ l !,yi, -(Cli^o* v - , (0 , v w!,ot^ , 
5 and A 1 in the definition of R 1 is or'ionniiy ? i 'b^fitufpd with 1 In ^ qi^-hm^^ 

- (C r C g )3»M. -^...^ "Mo/ri^P ' ^ , 

phenyl whore thi °!!'y! md phr r r;' ^ ^ r4 '' — 'V substituted with 1 to 3 

10 subslitucnts independently soloclrJ r . :! j *r ^ ^ ts;rt;m J V "~ 
OMe. 

69. A compound according to claim 68 wherein Z 100 is BOC; w is 1 ; e \z 0; 

"StitUt.JMS ...... (u< _ ( 

15 and R 2 is hydrogen, (C r C 4 )^lkyl or phenyl where (0,-CtHkyl phenyl v -jups irs 
the definition of R ir« n^t'An-iiiv RMHr»;*iitniH i * ■ p «• v.-*:*. ' .< 
selected from the group consisting of fluoro, hydroxy rr metho^y. 

70. A compound according to claim 69 wherein R 1 -P 1 ^-phenyl and R 2 
is methyl or hydrogen. 

2'"^ 71 A rnrn pound ^ rr r' , ^»rin fr» H-tim 7 r, i ' *^^|*cir! t*"^ ' " ' H ! ~ * 

(R) enantiomer. 

(S) enantiomer. 

73. A compound of the formula 

25 
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the racemic-diastereomeric mixtures and opt:-:-! iccm-rs of "H cv^pm.nHn 

Z 20 ° is t-BOC, CSZ, CF 3 C(0)- ( FMOC, TROC, tr.tyi, tusyl or optiunaiiy sub^iulc 
benzyl which is optionally substituted with m-ui^x/, o;.i..tiijxy or nl'r-j; 



R 1 is hydrogen, -CN, -(CH 2 ) q N(X 6 )C(0)X 6 , -(CH 2 ) q N(X 6 )C(0)(CH 2 ) l -A 1 , 

-(CH 2 ) q N(X 6 )C(0)N(X 6 )(X 6 ), -(CH 2 ) q C(0)N(X 6 )(X 6 ), -<CH,) q C(0)N(xVn 
-(CH 2 )„C(0)OX 6 , -(CH 2 ) q C(0)0(CH 2 ) r A\ -(CH 2 ) q OX 6 -(CH 2 ) q GC(0)X 5 , 



-^w, . 2 ) r ,>. , t2JqC^UMUt i 2 ; r . . , • , , 

! ; :cn 2 ) tl i^(A p )oe 2 N'(x 6 )(x 6 ), r - v ..' \: ?(o; ..'~.:-m-a\ 

-(CH^V-fCH^-A 1 or-lCH^-Y'-lCH.VlCs-C^cycloRlkyl; 

where the alkyt and cycloalkyl groups in th~ ■icF-.it'on of R 1 optionally 
substituted with (C r C 4 )alkyl, hydroxyl, (C,-C 4 )Elkoxy, carboxyl, CCM ,J 2 , 
2u -3(0) m (C,-C a M*y.. -CC 2 {C,-C 4 )3iky! esbr, 1i 1 ' -V ; ! • ' 1 to 3 fluorc; 

Y 1 is O, S(0) mi -C(0)NX 5 , -CH=CH-. -OC-, -N(X S )C(0), -C(O)! 'X 6 , 

q is 0, 1, 2, 3 or 4; 
t is 0, 1. 2 or 3; 

sa id (CH 2 V sroup r-"< (CH 2 ). grc.'p r- y r— * "^nr-iw, r „K f .f.*,.»-H 

-C0 2 (C r C„)alkyl. 1 H-tetrazol-5-yl, 1 to 3 fluoro or 1 or 2 (C,-C,}3i:-.yl; 
R 2 is : ;.':ogen, (C,-C 8 )alkyl. -f/VV " •/ TrWycW^ " A 1 or A 1 ; 

where the alkyl groups and the cycloalkyl groups in the definition of R 2 are optionally 
30 substituted with hydroxyl, -C(0)OX 8 , -C(0)N(X 6 )(X 6 ), -N(X 6 )(X 6 ), -S(0) m (C 1 -C 6 )alkyl, 
-C(0)A 1 , -C(0)(X 6 ), CF 3l CN or 1 to 3 halogen; 
R 3 is A 1 , (CrCoJalkyl, -(CrC 6 )alkyl-A 1 , -(C 1 -C 6 )alkyl-(C3-C 7 )cycloalkyl 1 
-(C r C 5 )alkyl-X 1 -(C r C 5 )alkyl, -(CrCsJalkyl-X'-tCo-C^alkyl-A 1 or 
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-(C l -C 5 )3!kyJ-X 1 -{C r C 5 )alkyl-(C3-C 7 )cyc!o-> , ky>; 



v* f 'Hnro thP ^!kvl OrntlD^ tH th*^ H<5fin ; »'^n r\f P 3 nhfinnally pi tWc(Jii t»- ^ « 



X 1 is O, G(0) in , -,\'(X ? )C(0)-, -C(C)N;x')-, -OC(~h -C(0}--, -c 
-WxV:(0)n-, -OC(0)N(X 2 )- or -fWV 



1 to 4 heteroatoms independently selected from Ihe group consisting of oxygen, 

or fullv saturated 5- or 6-memborod rin::-, oulLnullv havir»j 1 to ♦ l^tuu^.. ^ 



1 r - (n which X* att?< K ^ri sn H f^e c"* rU *^ n ■ 1 ,■ w!," P A ri'^h^H r' ! *rv .i f„ „ 

X 5 X 5a 
1 \ / 

D 5- . . . (CH 2 ) a (CHo) b 

R is a bond or is ^ a - b ; 

where a and b are independently 0, 1 , 2 or 3; 

X 5 and X 53 are each independently solcrted fro*:! the group con^!'' ^ 
2(J hydrogen, tritiuoromeinyl, A 1 and opuo.idiiy substiiu^-^ ^vJ,-C 6 )alkyl; 

the optionally substituted (C r C c )a!kyl in the definition of X" and X 53 is 
optionally substituted with a substrtuent selected from the group 
con^uny o! /V, -OX 2 , -S(U) ;n . w r o 6 ;d,.-,y 1, -C(0)OX 2 , (w :r 
C 7 )cyL.uufK ; :, j and -C(0)N\'. ■ , 

25 or the carbon bearing X 5 and X oa forms an alkylene Uijge with the nitrogen 

utom bearing Z a.iJ r\ w^it, (ho aikyiene Lnu^w i i. J ^..bon 

atoms provided that X 5 or X 53 but not both may be on the carbon atom and 
Z 200 or R 8 but not both may be on the nitrogen atom; 
or X 5 is taken together with X 5a and the carbon atom to which they are 
30 attached and form a partially saturated or fully saturated 3- to 7-membered 



WO 97/24369 



PCT/IB96/01353 



-140- 

ring, or a partially saturated or fully sstuntcri C membered ring having 1 
oxygen, sutiur and nitrogen; 

or X 5 is taken together with X 5a and the carbon atom to which they are 
attached and f-r- - ^-ydir. ring cyrf«n — " f ^ n-i-tiqm, ^inr^n ^ 



6-membered ring, optionally having 1 iu 4 heteroatorns indtpuiuciny 
N-X^orO; 

where the optionally substituted (Ci-CfOalkyl in the definition of R* is 
15 equally independently suLsli! : ' ' A 1 , -C(C)0 (C, ^'":« p a(C,- 

C 6 )aii<yi, 1 to Z haioytiTo, 1 tu 3 hyc. , i •.<_■ . . , • - 

(C,-C 6 )alkoxy; or 

A 1 for each occurrence is independently (C 5 -C 7 )cycloaikeny!, phenyl or a partially 
saturated, fully saturated or fully unsaturated 4- to 8-membered ring optionally 
20 having 1 to 4 heteroatorns independently seized from the s^T " r * "'"' r Z n ' 
oxygen, sulfvr and nitrogen, or a bicyr!" : "ng r.yn'-m consisting of ~ p?«--"\- 
... jralT""!. tnliy un •.•"!■«*..;., i - - iieuto L>- • ■ • ' . -i .'<-■•, 

having 1 to 4 heteroatorns independently selected from the grovp censistins cf 
nitrogen, sulfur and oxygen, fused to a partially saturated, fully saturated or fully 
_ unsaturated 5- or C-tn-.. ! ^t" T^sHy having '■ a 

i- ■■• ; ' x , iLiected from the group con„Li;.;j of nitrogen, sulfur and oxygen; 

A 1 for each occurrence is independently optionally substituted, in one or 
' - !l y both rip^? if /.' ; • 1 : ~--"c ring sy^n. <•■'<'- ••- *hr»e 
substituents, each substituent independently selected from the group 
30 consisting of F, CI, Br, I, OCF 3 . OCF 2 H, CF 3 , CH 3 , OCH 3 . -OX 6 , 

-C(0)N(X 6 )(X 6 ), -C(0)OX 6 . oxo, (d-CeJalkyl, nitro. cyano. benzyl, 
-S(OUCi-Ce)alkyl, 1H-tetrazol-5-yl, phenyl, phenoxy, phenylalkyloxy. 
halophenyl, methylenedioxy, -N(X 6 )(X 6 ), -N(X 6 )C(0)(X 6 ), -S0 2 IM(X 6 )(X 6 ), 
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-N(X 6 )S0 2 -phenyl, -N(X 6 )S0 2 X 6 . -CONX 11 X 12 , -S0 2 NX 11 X 12 . -NX 6 S0 2 X 12 , 

tetrazolyl, provided that if A 1 is optionally substituted with methylenedioxy 
then it can only be substituted with one methylenedioxy; 

wham Y 11 lr hwHronon or ftn-^H"-" 1 ' ~ • iU '< ^ ° 



hydioxy, 1 Lo 3 (C|-C 10 )a!kdnoyloxy ui 1 to 3 (C r C 0 ^il^ ; 
substituted with one to three substiluonts independently scL;tcJ I 



orX n and X w are taken together to f orm -{CH 2 ) r C-{CA\ J r - 
1 5 L 1 is C(X 2 )(X 2 ), O, S(0) n or N(X ? ); 



X for each occurrence is independent hydrcy^n, optionally 
C 6 )*lkyl, or optionally substituted {n : ^ ,)cycE ; aikyl, .where the op'/— !( y suLl'l 'id 
(C r C 5 )a!ky! and optionally substituted (C 3 -C 7 )cyc!r-!kyl in Iho definition of X 3 
20 optionally independently subctitut:d with -S(0) m (C r C d ): !!;,;, 2:0}OX\ 1 to 5 
h slogans or 1 to 3 -OX 3 ; 

v"< r U . ■ ■ , ...... ^ v . 

X 6 for each occurrence is independently hydiujcn, optionally cul^Lled {Z r 
C c )alkyl, (C 2 -C G )halogenated aikyl, opl'OP^Iy substituted (C 3 -C 7 )cyc!oalky!, rr (C,- 
2S n^-h^^^^^-^'^^^ycloalky!, whe rfr> ^ r ~-^ ,: t:jted (*? , n-)""- 4 1 J , '" / -"v 
substituted (C 3 -C 7 )cycbalkyi in the definition of X s is optionally independent!/ 
substituted with hydroxyl, (C r C 4 )alkoxy, carboxyl, CONH 2t -S(0) m (C r C 6 )alkyl, 

when there are two X 6 groups on one alum and both X 5 are (C r C 6 )aikyi ( the U,o ( J r 
30 C 6 )alkyl groups may be optionally joined and, together with the atom to which the two 
X 6 groups are attached, form a 4- to 9- membered ring optionally having oxygen, 



sulfur or NX 7 ; 

X 7 is hydrogen or (C r C 6 )alkyl optionally substituted by hydroxyl; and 
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m for each occurrence is independently 0, 1 or 2; 



X 6 and X 12 cannot be hydrogen when it is attached to C(O) or S0 2 in the form 
C(0)X 6 , C(0)X'' 2 , S0 2 X s or S0 2 X 12 ; and 



hydrogen; A is Hydrogen; R u is -C^n j/2 ; to ouu ana t\ is hyu 

( ^ , / > L^n.jJw'Jii'J ■.ivvutUHiy i>. _.it 

X" 3 and X 5h are each independently, hyd^yen, n^t'.yl or hyd.jx,f 



" j 1 r- — 



1 5 Y is oxygen; 

h is hydro*.... ...ulhyl, ethyl -f-^ /. '^'V, ^ • 

cyclopropyi; 
R 1 is CH2-A 1 ; 

where n in iiie definition of R 1 is p!^.^;, u.^.r/!, thiazolyi, py^J/. ~" ; , " 
20 which is optionally substituted with one to three subjf.tu;r 1 .^1. substitJuil 

being independently selected from the group consisting of F, CI, Me, OMe, 

CF3, j l'i >>Vt ^ I, i-*i»d 

R 3 is phenyl-CH 2 -0-CH 2 -. phenyl-(CH 2 ) 3 -, 3 i.,do!yi-Ci l 2 -, U.ienyl-CH.-O-Cl V , 
thiazolyl-CH 2 -0-CH 2 - , pyridyl-CH r C C!!, , pyri:r/;dyl-CH 2 -0 C5! r or ^--1-^ 

each substituent being independently seltaod num the group coiioi^lit.j u 7, Ci, 
Me, OMe, CF 3 , OCF 3 and OCF 2 H. 

7". ..^.^pp'T.d according "'-'^ ~ 7r - 
wherein X 5 and X s * are each methyl; 
30 R 2 is methyl, ethyl, or -CH 2 CF 3 ; 

A 1 is phenyl optionally substituted with one to three substituents, each substituent 
being Independently selected from the group consisting of F, CI, Me, OMe, CF 3 , 
OCF 3 and OCF 2 H; 
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R 3 is phenyl-CH 2 -0-CH r , phenyl-(CH,V nr thienyl-CH 2 -0-CH r wh^r* the ary! 



M -.,t: ' , j- .hj^-jji,,!^ j t 

independently selected from the onu? r,-riGi3!!r/j cf F, CI, Me, 0 M -\ r F jt 
OCF 2 H. 



iruV:.v3nd»rt'y ^ir-.-.^d frjm tit^ ■ p consisting of r, CI, Me, CMe, CF 3 , OCF 3 anJ 
v \~/F?> 



1 5 wherein and X sa are each metS-yi; R J u methyl, ethyl, or C! \ t ZTj. 



20 



A ir> r. li r .y ! rptio^p'iy sub^t'^'t'". 1 '-"it'. • 
being independently selected from tha 5.'; " 



:;;:;3t;nq cf F, 



OCF3 and OCF 2 H; R is 2-pyridyl-CH 2 -0-Cf or 3-pyridyl-CH r O-Ct J „ - vh-e the 
ary! portion is optionally substituted with one to ,,A, o rvi-"--l : tuent?, each substitu"" 1 ! 
being independently selected f r cni grcup cc nesting of F, C, M"\ Of.'.-, CTj, 
OCF3 and OCF 2 H. 



79. 



A ce^r-r,*"* 4 - -~" r ding to claim 77 hi"'- 




the racemic-diastereomeric mixtures and optical isomers of said compounds wherein 
25 R 2 in m«fi-yi- A 1 ?-nyridyl; and R 5 h -C" t 0 ^".^^vi; 

R z is CH 2 CF 3 ; A 1 is 2-pyridyl; and R 3 is -CH 2 -0-CH 2 -3-chloro-phenyl; 
R 2 is CH 2 CF 3 ; A 1 is 2-pyridyl; and R 3 is -CH 2 -0-CH 2 -4-chloro-phenyl; 
R 2 is CH 2 CF 3 ; A 1 is 2-pyridyl; and R 3 is -CH 2 -0-CH 2 -2,4-di-chloro-phenyl; 
R 2 is CH 2 CF 3 ; A 1 is 2-pyridyl; and R 3 is -CH 2 -0-CH 2 -3-chloro-thiophene; or 
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R ? is CH 2 CF 3 ; A 1 is 2-pyridyl; and R 3 is -CH 2 -0-CH 2 -2.4-di-fluoro-phenyl. 

where trie compound is 2-ani;nj-N-[!-(f<)-lonz>!cxymethyl-2-^ - ■ \ 

(R,S)-pyridin-2-ylmethyl-2A3aA6J-hex^ ^o- 

proplonamide. 

«_ / il n lti u-M- l t-v^y----^/!oxyni^:!./ , v .,. - -y* r ^ y\ ' / 

2 1 3 ( 3a,4,67-hexahydro-pyrazolo[4 I 3-c]pyridin-5-yl)-2-oxo-e{hyl]-2-methyl- 



15 wrieie the compound is 2-amino-is ^ •(r\)-(3-ch!oro-l/cnzyloxyr:ie , *;. # l)-2-oxc-2 ; n - 

uXO- Ja-^i \,o/*fj;iiuhi , t.-jfiiit^iiiji ^ ,«-,*- ».. t '-^..^ ^- . y ./ ■ , - , ■ - * - , 

pyi azoio^, 3-c jpyiidin-o-yij-ethyt}-^ »t.~t. *.* * h^k 1 - 1 'j'"^- 

84. The compound according to claim 83 whera the ccnpci rd is 2- 
arnino-N-{1-(R)-(3-chioiu-beiizyIoxynieihyi)-Z'-uAO-Z [3-u;^-3^ ;R)-pyridin-2 y 

20 2-(^2 i 2-trinuoro-ethyl)-2,3 f 3^ >!] — VI 

methyl-propionamide. 

85. The CUitijJ^uiiu a^CCi Jifiy io claim 12 '* ' ^ 
amino-N-{1-(R)-(3-chloro-benzyloxymuthy!)"2-oxo-2-[2 o?:c-2^ [~) ; 2 */ ! — thy! 
2-(2,2,24rifluoro-ethyi)-2 1 3,3a,4 > 6,7-hex-I,y::rc pyrazc!o[i,3-c Jpyr/Jir. f - ^y 1 ] ?- 

25 met!. ; ! t - r ^ — ■ 

86. The diastereomeric mixtm j uf a compound acccrJiitg *j J "... 72 
where the compound is 2-amino-N-{1-(R)-(4-chloro*benzy!oxymethyl)-2-oxo-2-[3- 
oxo-3a-(R,3)-pynd;n 2 y:rT > cthyl^(2 1 2,2-tr:fl'Joro^c^y') V,?3 
pyrazoto[4,3-c ]pyridin-5-yl]-ethyl}-2-methyl-propionamide. 

30 87. The compound according to claim 86 where the compound is 2- 

amino-N-{1-(R>(4-chloro-benzyloxymethyt)-2-oxo-2-[3-oxo-3a-(R)-pyridin-2-yl 
methyl^Z^^^rifluoro^thyl^^.Sa^.ej-hexahydro-pyrazoloH.S-c ]pyridin-5-yl]- 
ethyl}-2-methyl-propionamide. 
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88. The compound according io claim 8G where the compound is 2- 

.'h/ 7 {2,7 " Iriruoro-ethyi)-^,:,:.., I.C.T-h^jhyJrv-pyra^Iv;; \,2 . /t -C , 
ethyl}-2-methyI-propionamide. 



90. 1 he compound according lu claim CJ uii^.w the compound io 2- 

vl^-tfKw! ^ ^ i < : iQrp-^^hylV? " 2 - ' r " u ■ v . 7 ni,nM ^ ' " u". 

elhyl}-2-methyl-propionamide. 

d... . .v. . i L , ^/ i^. 1 ' ■'- * - w... ^ , . - -(Sj-pync, , 

15 ylmethyl-2-(2? ( 2-trifIuoro-ethy^ 
ethyl}-2-methyi-nrnpicnamide. 

C2. T!;;i diasterootneric niixtui c of a Cunipuunc! u^v^, Jl, iy \^ J^ ti ,i 72 
vhere < h e compound is 2-amino-N '/ ('-^M?rp (hioph^n ?-y\-7 * y: <~ih"i) 
OXO-2-13-OXO-?-* ( n , n *)-pyridin-2-ylmclhy: 2-{2,2,2-tr :ri "nrc z\}y\y2,Z,Zz 1 1,C,7- 
20 hexehydro-pyrazoic[3 ( 4-c];;yndin~6y'; ethyl] 2 rr.clf.y! prep: :-;,.iJ_. 

93. The compound according to claim 92 where the compound is 2- 

f->/rir';^ •' l ^ rtf hv!-2-- " 2 ''-WuC' * " * ,x ^ n ~ 1 r 7 • • 1 ; r f ^ * 

c]pyridin -^-y ! ] o*Hy|}-2-m9thyi-propionai t ' ' r 
25 P4. t Kj ^ rornnound according ! n ~tpi^ ~ n '«^^r<> \\\& con"/*?" ' ^ 

^ < , f chloro-th'ophc° ^ ' ■ 1L r' ,N . ? or " rn " 

pyridin-2-y!methyl-2-(2,2,2-trif!uoro- ethyl) 2,2,2: A^J-^Y-^ydro py;..-^;:, : 

c]pyridin-6-yl}-ethyl}-2-methy!-propionamide. 

95. The diastereomeric mixture of a compound according to claim 79 
30 where the compound is 2-amino-N-{1-(R)-(2,4-difluoro-benzy!oxymethy!)-2-oxo-2 

oxo-3a-(R,S)-pyridin-2-ylmethyl-2^^ 

pyrazolo[4,3-c]pyridin-5-yl]-ethyl}-2-methyl-propionamide. 
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96. The compound according to claim 95 where the compound 2- 

ylmethyI~2-(2,2,24rifiuoro-ethyl)~2^ 
ethyl}-2-methyl-propionamide. 



eiMyi)-4l-Mit.ii iyi-pi L^ui ictuliUC. 

95. A compound according to claim 0 having the formula 




R 3 O 




tf.u racemic-diastereomeric uc'.xiu^ ~nd optical i^c^c: l; . , 

R 1 is -CH 2 -phenyI, R 2 is methyl and R 3 is -(CH 2 ) 3 -phcnyl; 

k 13 -or^-phenyi, K lb uitjthyi din. .\ t ^- ^. ■ * y * . 2 , 

R 1 is -CH 2 -phenyl, R" is ethyl and R J is 3-inaoiyi-CM 2 -; 
rj K' »o -CH 2 -1-tiuoro-phtei iyl, n 2 is n ^w.,; c\ 3 is 3 IndJ,' 

R 1 is -Cri 2 -phenyl, R 2 is methyl and lO u -CH 2 -0-CH 2 -phCi.y!; 

R 1 is -CH 2 -phenyl, R 2 is ethyl and k : is -GH 2 -0-CH 2 -pheny!; 

R 1 is -CH 2 -phenyl, R 2 is -CH 2 CF 3 and R 3 is -CH r O-CH 2 -phenyl; 

R 1 is -Cr1 2 -4-nuoro-phenyl, R 2 is methyl and iC is -CH r O-CH 2 -pheryi; 
20 K : is -Gri 2 -pnenyl, hC is t-uutjl anu . x is -^h 2 -C-Ci ;^ K i.^nyI; u 

R 1 is -CH 2 -phenyl, R 2 is methyl and R 3 is -CM-- -0-CH 2 -3 I 4-di-fluoro--p^w;.; i ! . 
j^. i no uiasltii cumu ic tniXw. - . . i> ■ 

vvhei c u ^ cut f ijjounO i6 2-amino-n t ^ v . - ' > ■ - 

hexahydro-pyrazoiu i^.j-ujpyridin-^-,!/- ^ W) . i^i^/L,., , , — 

25 ethyl]-2-methyl-propionamide. 

100. The compound according to claim 99 where the compound is 

2-amino-N-[2-(3a-(R)-benzyl-2-methyl-3-oxo-2 1 3,3a ( 4 1 S 1 7-hexahydro-pyrazc!o [< 

clpyridin-5-yl)-1-(RM3,4-d^ 
propionamide. 
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101 . The compound according to claim 99 where the compound is 



cjijynuin-o-^j- 1 -(* x)-(3 ; 4-difluoru-bc' /Iua, inci * 3 \]-2 - .''.v.: til *•/) 
propionamide. 



104. A method according to chin 50 vvfy-.rJn !hn d' — ^o or c~ "•' J it : '. 
i-j .... J . .-wdated with ayifi^. 

105. A method according to claim 51 wherein tho m««hod is for 
accelerating the recovery of patients having unicrzzv.z nr-jor sury^y. 

' ^ ^iie fracture r \- '*. 
15 107. A method for increasing muscle miss, which method comprises 

compound of claim 1 vvnivh is effective in promoting rcL^~ ji o.idogenous yrowth 
hemon^. 

108. A method for the treatment of osteopcr-jis according to claim 53 
20 v.hu.win the bisphosphonalc comp: i: ;!.r.^^ rr :; ite. 

109. A method according to claim 59 wherein the e^'ogen agonist or 
cW'.aconisl is ciz Z '/< f.v;oro-phe*iy ! ; 1 [ A [~. r : pc f i * y! *y' ' .n/! IT T " 

* ! ,j t . , =- P rh::-- ui; C • \.; -,!■: ;\': r ;:r / /; 

5^ 7 ^-^^hydro-n^phthalene-?-^'; r y-' " r ' , -5-^ ^- f r yroiiHin.-i 

[4-(2-piperidin-1-yl-ethoxy)-phenyl]-5 l G ) 7 l 8-tetrahydro-naphtha!en^ Z i'/ t m 
l-C^-pyrrolidinolethoxyphenyO^-phenyl-S-hydroxy-l^.a^-tetrahydro-isoquinoline. 
30 110. A method for promoting growth in growth hormone deficient children 

which comprises administering to a growth hormone deficient child a compound of 
claim 1 which is effective in promoting release of endogenous growth hormone. 



INTERNATIONAL SEARCH REPORT 



[nit 4 onal Application No 

PCT/IB 96/01353 



A. CLASSIFICATION OF SUBJECT MATTER „ , ,„„ .,,.,,„.„,. . r , , / ™ - 

IPC 6 C07K5/06 C07D471/04 CB7D521/0O A61K38/05 A61K31/39d 



A r r'>niirv ui tmt^i Purr,'. ' fica'J on fil'Cj 'f ' fl Vv "N " '. ■J^iT.iic.i'.:' " 

H. h* I HI. US SEAKOIIil.) 



Minimum ducurtunMU ->n s*-MCbfd (cU.wtficauon .;v. 

IPC 6 CG7K C07D A61K 



I 


C. DOCUMEN 


ts crr^rrjEO TO BE relevant 










Category " 




•suon of <irvujncnL, wth indication, where appi^m'/. i f it" r ! rv,m 






r * J, - 
i 






t ( 



payes 5L5-528, XP0GQb52QU3 

MOKlHO-KmmAS, M. ET AL.: 

" Palladi um-ca tal i zed allvlati^n n1 

j-;i/uruAy i juauzi » . . 5 - i . w>; . 

5-pyrazolone systems'' 

cited in the appl ication 

* schemes 1 and 2 * 



WU 95 13069 A (MERCK & CO. , 

* claims * 

rp n w 481 A (mepck & co. 

* c 1 3 i ^ s * 



i;iC.) 18 May 



-/-- 



5n** cat^g'M*^ uf tiled lijcumrn"? : 



"A" document alumni tftt itcicril tut* of ii\c &n wtuvli is not 
' .u! rclevMKc 

't' earlier document but published on or after the inlci rutional 
filing date 

"L* document which miy throw doubts on priority daim(s) or 
which is cited to establish the publication date of another 
citation or other spcdal reason (as specified) 

'0" document referring to an oral disclosure, use, exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date claimed 


ctra m undcr?uji H ( *Jic pn'rKtple or theory und-rri v.ni? ,lL -c 

"X" document of pax'ticular iclcvunc; the daimcd invention 
cannot be considered novd or cannot be considered to 
involve an inventive step when the document is taken alone 

*Y' document of particular relevance; the claimed invention 
cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to s person skilled 
in the art. 

"&* document member of the same patent family 


Date of the actual completion of the international search 


Date of mailing of the international search report 


18 March 1997 


08.04.97 


Name and mailing address of the ISA 

European Patent Office, P.B. SfllS Patentlaan 2 
NL • 2280 HV Rijswijk 
Tel. ( + 31-70) 340.2040, Tx. 31 651 epo nl, 
Fax (t 31-70) 140-3016 


Authorized officer 

Hermann, R 



Form PCT/IS A/210 (licend ihMl) (July 1992) 



Daqe 1 of 2 



INTERNATIONAL SEARCH REPORT 



InU jonal Application No 

PCT/IB 96/01353 



r [C •rHrv.uuim) D'lru u RNTS CONSIDERS T' 1 RFUIVANT 

Category * j Quticn of document, with indication, wh*rr appropriate, uf the relevant p«Mg« 



LE Ll Zl 3U8 A (S/X'U /V 
1972 

* pac^s 7,8,61: formula VI I i 



l no » j. 



Form PCT/tSA/210 (coatinutioo of Mcoad shwi) (Juty 1992) 



INTERNATIONAL SEARCH REPORT 

Information on patent family members 


Inu joiuJ Application No 

PCT/IB 96/01353 


1 l^t... - ] Publication j Patent f -"\*'y 


Publication 





.,492916 


A 


20 


-02 




us 


5492920 


A 


20 


-02 


-96 


AU 


1172995 


A 


29 


-05 


-95 


BG 


100555 


A 


31 


-10 


-96 


OA 


21 75^1 8 


A 


13 


-n<; 


-QS 


EP 


07 39204 
• 


A 


30 

i 


-]n 


-% 


- - 

AU 




673017 


B 


24 


-10 


-96 


AU 


5232193 


* 

M 


23 


-C6 


-94 


CA 


2110672 


A 

n 


12 


-06 


-94 


CN 


1092767 


A 


28 


-09 


-94 


HR 




A 


30 


.Pl\ 






2bU9147 


ts 


19 


-06 


-90 


JP 


7097367 


A 


11 


-04 


-95 


C T 


rimrir ■• - 


\ 


30 


-OP 


-Q4 


BG 


997 10 


A 


31 


-01 


-90 


CA 


2110670 


A 


12 


-06 


-94 


CN 




A 


14 


-09 


-9". 


C2 


95u1j14 


A 


13 


-12 


-'jj 


cz 


9501515 


A 


13 


-12 


-95 


EP 


0615977 


A 


21 


-09 


-94 


FI 


952862 


A 


09 


-06 


-95 


FI 


952863 


A 


09 


-06 


-95 


HU 


9500324 


A 


28 


-09 


-95 


HU 


73228 


A 


29 


-07 


-96 


HU 


72076 


A 


28 


-03 


-96 


JP 


2509530 


B 


19 


-06 


-96 


JP 


6263737 


A 


20 


-09 


-94 


NO 


952294 


A 


10 


-08 


-95 


NO 


952295 


A 


10 


-08 


-95 


NZ 


258412 


A 


29 


-01 


-97 


PL 


309331 


A 


02 


-10 


-95 


Pi. 


30933" 


A 


02 


-in 


-9 r 






A 


30 


-bb 





Form PCT/1SA/210 (patent family iftatx) (July 1992} 



llMTITPNATinNAL SEARCH 

Information on patrnt family members 


REPORT 


Inw -aonal A 

PCT/IB 


application No 

96/G1353 


Patent document 
cited in search repoil 


Publication 
date 


Paum family 
mernber(s) 


Publication 
due 



WO 94Li'i% A 23-06-V'* 

WO 9419367 A 01-09-94 

US 5536716 A 15-07-9G 

ZA 9309272 A 08-08-94 



Form PCT/1SA/JIO <pat*«t ■"»») (July I Ml) 



nana 9 n-f O 



HP Laser Jet 8150 series printer SSI 



HEWLETT® 

PACKARD 



Error: Unable to collate job at printer 

Reason: Insufficient disk space for this job 

S >.iirin'i : l MnTfisc ( lie .si'/. .* • ! ' ' : ^i imnm-* : U \\ f 



